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»> fil reg 

FILE ' REGISTRY 1 ENTERED AT 17:03:33 ON 22 JAN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. ^ 

COPYRIGHT (C) 2002 American Chemical Society (ACS) ^ - - 

STRUCTURE FILE UPDATES: 20 JAN 2002 HIGHEST RN 385365-97-9 
DICTIONARY FILE UPDATES: 20 JAN 2002 HIGHEST RN 385365-97-9 

TSCA INFORMATION NOW CURRENT THROUGH July 7 , 2001 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 

http: //www. cas . org/ONLINE/STN/STNOTES/stnotes27 .pdf 
=> d ide can tot 

L66 ANSWER 1 OF 2 REGISTRY COPYRIGHT 2002 ACS 
RN 123441-03-2 REGISTRY 

CN Carbamic acid, ethylmethyl-, 3- [( IS ) -1- (dimethylamino) ethyl] phenyl ester 

(9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Carbamic acid, ethylmethyl-, 3- [ 1- (dimethylamino) ethyl ] phenyl ester, (S)- 

OTHER NAMES: 

CN ENA 713 free base 

CN Exelon 

CN Rivastigmine 

CN SDZ 212-713 

FS STEREOSEARCH 

MF C14 H22 N2 02 

CI COM 

SR CA 

LC STN Files: ADISINSIGHT, ADISNEWS, BEILSTEIN* , BIOBUSINESS, BIOSIS, CA, 
CAPLUS, CHEMCATS, CIN, DDFU, DIOGENES, DRUGNL, DRUGPAT, DRUGU, 
DRUGUPDATES, I PA, MEDLINE, MRCK* , PHAR, PHARMASEARCH, PROMT, SYNTHLINE, 
TOXCENTER, TOXLIT, US PAT 2 , USPATFULL 

(*File contains numerically searchable property data) 
Other Sources: WHO 

Absolute stereochemistry. 
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66 REFERENCES IN FILE CA (1967 TO DATE) 

66 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 


1 : 


136 


7 6 


REFERENCE 


2 : 


136 


75 


REFERENCE 


3 : 


135 


352692 


REFERENCE 


4 : 


135 


339302 


T"» T~l I - »T"» T*» T~> XT /"i T~l 

REFERENCE 


5 : 


IOC 

135 


*5 "U C\ O O O 

339282 


REFERENCE 


6: 


135 


335048 


REFERENCE 


7: 


135: 


267065 


REFERENCE 


8: 


135: 


251304 


REFERENCE 


9: 


135: 


236445 


REFERENCE 


10: 


135: 


220397 



L66 ANSWER 2 OF 2 REGISTRY COPYRIGHT 2002 ACS 
RN 9000-81-1 REGISTRY 

CN Esterase, acetyl choline (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN Acetyl . beta . -methylcholinesterase 

CN Acetylcholine acetylhydrolase 

CN Acetylcholine esterase 

CN Acetylcholine hydrolase 

CN Acetylcholinesterase 

CN Acetyl thiocholinesterase 

CN E.C. 3.1.1.7 

DR 9026-02-2 

MF Unspecified 

CI MAN 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, BIOBUSINESS, BIOSIS, BIOTECHNO 
CA, CABA, CAPLUS, CASREACT, CEN, CHEMCATS, CHEMINFORMRX, CHEMLIST, CIN 
CSCHEM, CSNB, EMBASE, IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, MSDS-OHS, 
NIOSHTIC, PROMT, TOXCENTER, TOXLIT, ULIDAT, USPATFULL 
Other Sources: EINECS** 

(**Enter CHEMLIST File for up-to-date regulatory information) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

13754 REFERENCES IN FILE CA (1967 TO DATE) 

175 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
13772 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 


1: 


136: 


58485 


REFERENCE 


2: 


136: 


53925 


REFERENCE 


3: 


136: 


53687 


REFERENCE 


4 : 


136: 


51627 


REFERENCE 


5: 


136: 


50519 


REFERENCE 


6: 


136: 


50161 


REFERENCE 


7: 


136' 


49560 


REFERENCE 


8: 


136: 


42297 


REFERENCE 


9: 


136: 


35841 
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REFERENCE 10: 136:35772 



=> fil hcaplus 

FILE 1 HCAPLUS 1 ENTERED AT 17:03:41 ON 22 JAN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE COVERS 1907 - 22 Jan 2002 VOL 136 ISS 4 
FILE LAST UPDATED: 20 Jan 2002 (20020120/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

HCAplus now provides online access to patents and literature 
covered in CA from 1907 to the present. Bibliographic 
information and abstracts were added in 2001 for over 3.8 
million records from 1907-1966. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 



=> d all tot 165 

L65 ANSWER 1 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 2001:12275 HCAPLUS 
DN 134:76406 

TI Compositions for treating or preventing neurodegeneration and cognitive 
decline 

IN Notelovitz, Morris; Clarkson, Thomas; Pan, Yuanlong; Anthony, Mary 
PA Wake Forest University, USA 
SO PCT Int. Appl., 43 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K031-56 
CC 63-6 (Pharmaceuticals) 

Section cross-reference ( s ) : 1 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



2001000215 


Al 


20010104 




WO 2000-US17200 


20000623 


< — 
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PRAI US 1999-141189 P 19990625 <— 

AB A compn. for improving memory and concn. in mammals with disorders assocd. 
with memory impairment, comprises a combination of at least one 
phytoestrogen and at least one acetylcholinesterase inhibitor 
such as huperzine A, or any deriv., analog, metabolite or combination 
thereof. The compn. may further include at least one mammalian estrogen. 
The method of the invention comprises the co-administration of at least 
one phytoestrogen and at least one acetylcholinesterase 
inhibitor in a therapeutically effective amt. Addnl., a mammalian 
estrogen may be co-administered. 
ST phytoestrogen acetylcholinesterase inhibitor neurodegeneration 

treatment; cognition enhancer phytoestrogen acetylcholinesterase 
inhibitor 
IT Lycopodium (genus) 

Snowdrop (Galanthus) 

(alkaloids; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Drug delivery systems 

(capsules; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Mental disorder 

(cognitive; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Estrogens 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(conjugated; estrogens and acetylcholinesterase inhibitors 
for treating neurodegeneration and cognitive decline) 
IT Nerve 

(degeneration; estrogens and acetylcholinesterase inhibitors 
for treating neurodegeneration and cognitive decline) 
IT Cognition 

(disorder; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Drug delivery systems 

(emulsions; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Clover (Trifolium) 
Kudzu (Pueraria) 
Legume (Fabaceae) 
Soybean (Glycine max) 

(estrogen from; estrogens and acetylcholinesterase inhibitors 
for treating neurodegeneration and cognitive decline) 
IT Beverages 

Cognition enhancers 
Menopause 

(estrogens and acetylcholinesterase inhibitors for treating 
neurodegeneration and cognitive decline) 
IT Alkaloids, biological studies 
Estrogens 
Glycosides 
Lignans 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(estrogens and acetylcholinesterase inhibitors for treating 
neurodegeneration and cognitive decline) 
IT Drug delivery systems 

(gels; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Flavones 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(isof lavones; estrogens and acetylcholinesterase inhibitors 
for treating neurodegeneration and cognitive decline) 
IT Seed 

(oilseed, estrogen from; estrogens and acetylcholinesterase 
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inhibitors for treating neurodegeneration and cognitive decline) 
IT Menopause 

(perirnenopause; estrogens and acetylcholinesterase inhibitors 
for treating neurodegeneration and cognitive decline) 
IT Estrogens 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(phytoestrogens; estrogens and acetylcholinesterase 
inhibitors for treating neurodegeneration and cognitive decline) 
IT Menopause 

(postmenopause; estrogens and acetylcholinesterase inhibitors 
for treating neurodegeneration and cognitive decline) 
IT Drug delivery systems 

(solns.; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Drug delivery systems 

(suspensions; estrogens and acetylcholinesterase inhibitors 
for treating neurodegeneration and cognitive decline) 
IT Drug delivery systems 

(syrups; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Drug delivery systems 

(tablets; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT Drug delivery systems 

(tapes; estrogens and acetylcholinesterase inhibitors for 
treating neurodegeneration and cognitive decline) 
IT 50-27-1, Estriol 50-28-2, Estradiol, biological studies 53-16-7, 
Estrone, biological studies 57-63-6, Ethinylestradiol 321-64-2, 
Tacrine 446-72-0, Genistein 479-12-9, Coumestan 485-72-3, 
Formononetin 486-66-8, Daidzein 491-80-5, Biochanin A 979-32-8, 
Estradiol valerate 40957-83-3, Glycitein 102518-79-6, Huperzine A 
RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(estrogens and acetylcholinesterase inhibitors for treating 
neurodegeneration and cognitive decline) 
IT 9000-81-1, Acetylcholinesterase 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(inhibitors; estrogens and acetylcholinesterase inhibitors 
for treating neurodegeneration and cognitive decline) 
RE.CNT 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Kozikowski; US 4929731 A 1990 HCAPLUS 

L65 ANSWER 2 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 2000:456886 HCAPLUS 
DN 133:94514 

TI Controlled release galantamine compositions for treating Alzheimer's 
dementia 

IN McGee, John Paul; Gilis, Paul Marie Victor; De Weer, Marc Maurice Germain; 

De Conde, Valentin Florent Victor; De Bruijn, Herman Johannes Catherina; 

Van Dycke, Frederic Anne Rodolf 
PA Janssen Pharmaceutica N.V., Belg. 
SO PCT Int. Appl., 28 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K031-55 

ICS A61P025-28; A61K009-54 
CC 63-6 (Pharmaceuticals) 

Section cross-reference (s) : 1 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2000038686 Al 20000706 WO 1999-EP10257 19991220 <— 

W: AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, 
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< — 
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R: AT, 


BE, 
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20010028 


57 


A 




20010608 




NO 2001-2857 




20010608 


< — 





PRAI EP 1998-204447 A 19981224 <— 
WO 1999-EP10257 W 19991220 <— 
AB The present invention is concerned with controlled release compns. for 

oral administration comprising galantamine; and with processes of prepg. 
such controlled release compns. A method of treating Alzheimer's dementia 
and related dementias comprises administering the controlled release 
gelantamine formulation . 
ST galantamine controlled release pharmaceutical Alzheimers dementia 
IT Alzheimer's disease 

(Lewy-body variant; controlled release galantamine compns. for treating 
Alzheimer's dementia) 
IT Drugs of abuse 

(abuse of; controlled release galantamine compns. for 
treating Alzheimer's dementia) 
IT Behavior 

(aggressive, extreme; controlled release galantamine compns. for 
treating Alzheimer's dementia) 
IT Insomnia 
Nausea 
Sweat 
Vomiting 

(as adverse effect, avoiding or reducing; controlled release 
galantamine compns. for treating Alzheimer's dementia) 
IT Mental disorder 

(attention deficit disorder; controlled release 
galantamine compns. for treating Alzheimer's dementia) 
IT Mental disorder 

(autism; controlled release galantamine compns. for treating 
Alzheimer's dementia) 
IT Drug delivery systems 

(capsules, controlled-release; controlled release galantamine compns. 
for treating Alzheimer's dementia) 
IT Alzheimer's disease 
Drug bioavailability 
Hyperkinesia 

Mental retardation 
Particles 
Plasticizers 

(controlled release galantamine compns. for treating Alzheimer's 
dementia) 

IT Polyoxyalkylenes, biological studies 
Polysaccharides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(controlled release galantamine compns. for treating Alzheimer's 

dementia) 
IT Drug delivery systems 

(controlled-release; controlled release galantamine compns. for 

treating Alzheimer's dementia) 
IT Mental disorder 

(dementia, vascular; controlled release galantamine compns. for 

treating Alzheimer's dementia) 
IT Mental disorder 

(dementia; controlled release galantamine compns. for treating 
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Alzheimer ! s dementia) 
IT Behavior 

(disorder, conduct; controlled release galantamine compns . for treating 
Alzheimer's dementia) 
IT Behavior 

(disorder, disruptive; controlled release galantamine compns. for 

treating Alzheimer's dementia) 
IT Polymers, biological ^studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(film-forming; controlled release galantamine compns. for treating 

Alzheimer's dementia) 
IT Mental disorder 

(manic bipolar disorder; controlled release galantamine compns. for 

treating Alzheimer's dementia) 
IT Drug delivery systems 

(microtablets, immediate release; controlled release galantamine 

compns. for treating Alzheimer's dementia) 
IT Drug delivery systems 

(oral, controlled-release; controlled release galantamine compns. for 

treating Alzheimer's dementia) 
IT Films 

(polymers; controlled release galantamine compns. for treating 

Alzheimer's dementia) 
IT Membranes, nonbiological 

(release rate-controlling, as coating; controlled release galantamine 

compns. for treating Alzheimer's dementia) 
IT Carbohydrates, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(spheres; controlled release galantamine compns. for treating 

Alzheimer's dementia) 
IT 77-93-0, Triethyl citrate 84-66-2, Diethyl phthalate 109-43-3, Dibutyl 
sebacate 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(as plasticizer; controlled release galantamine compns. for treating 
Alzheimer's dementia) 
IT 54-11-5, Nicotine 

RL: ADV (Adverse effect, including toxicity) ; BIOL (Biological study) 

(cessation and withdrawal from; controlled release galantamine compns. 
for treating Alzheimer's dementia) 
IT 63-42-3 357-70-0, Galantamine 357-70-OD, Galantamine, acid addn. salts 
557-04-0, Magnesium stearate 1398-61-4D, Chitin, derivs. 1953-04-4, 
Galantamine hydrobromide 7631-86-9, Silica, biological studies 
9000-01-5, Gum arabic 9000-07-1D, Carrageenan, compds . 9000-30-0, Guar 
gum 9000-65-1, Gum Tragacanth 9000-69-5D, Pectin, compds. 9002-18-0, 
Agar-agar 9002-89-5, Polyvinylalcohol 9003-01-4, Polyacrylic acid 

9003- 01-4D, Polyacrylic acid, salts 9003-11-6, Ethylene oxide-propylene 
oxide copolymer 9003-39-8 9004-32-4, Sodium carboxymethylcellulose 

9004- 34-6D, Cellulose, alkyl derivs. 9004-62-0, Hydroxyethylcellulose 

9004- 64-2, Hydroxypropylcellulose 9004-65-3, Hydroxypropyl 
methylcellulose 9004-67-5, Methylcellulose 9005-25-8D, Starch, compds. 

9005- 32-7, Alginic acid 9005-32-7D, Alginic acid, alkali metal or 
ammonium salts 9012-76-4, Chitosan 9032-42-2, Hydroxyethyl 
methylcellulose 11078-30-1D, Galactomannan, compds. 11138-66-2, 
Xanthan gum 25086-89-9 25087-26-7, Polymethacrylic acid 25087-26-7D, 
Polymethacrylic acid, salts, copolymers 25322-68-3 25322-69-4, 
Polypropylene oxide 37205-99-5, Carboxymethylethylcellulose 
37208-08-5, Hydroxybutylcellulose 37353-59-6, Hydroxymethylcellulose 
39306-86-0, Sodium carboxymethylamylopectin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(controlled release galantamine compns. for treating Alzheimer's 
dementia) 

IT 9000-81-1, Acetylcholine esterase 

RL: BAC (Biological activity or effector, except adverse); BIOL 
(Biological study) 

(inhibitors, treating humans naive or tolerant for; controlled release 
galantamine compns. for treating Alzheimer's dementia) 



kwon - 09 / '856352 " Page 8 



RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Bayer Ag; EP 0629402 A 1994 HCAPLUS 

(2) Davis; CA 1326632 A 1994 HCAPLUS 

(3) Frisbee; US 5213811 A 1993 HCAPLUS 

L65 ANSWER 3 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 2000:383917 HCAPLUS 
DN 133:12769 

TI Use of effectors of the central cholinergic 

nervous system for treatment of delirium 
IN Fischer, Peter 

PA Austria 

SO PCT Int. Appl., 31 pp. 

CODEN: PIXXD2 
DT Patent 
LA German 
IC ICM A61K031-27 

ICS A61P025-28; A61P025-30 
CC 1-11 (Pharmacology) 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2000032185 Al 20000608 WO 1999-AT284 19991122 <-- 
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Al 
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EP 1999-955589 
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< — 
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PRAI AT 1998-1995 A 19981127 <-- 

WO 1999-AT284 W 19991122 <-- 

AB Delirium (acute confusion) which occurs in the absence 

of prior treatment with anticholinergic agents is treated or 

prevented successfully, rapidly, and reliably, regardless of the etiol., 

by administration of central cholinergic agonists, e.g. 

acetylcholinesterase inhibitors, muscarinic Ml 

and M3 postsynaptic receptor agonists, 

nicotinic postsynaptic receptor agonists, 

cholinergic autoreceptor antagonists, acetylcholine 

receptor channel activators, and M2 receptor 

antagonists. Thus, delirium in a patient with Li 

intoxication (resulting from a urinary tract infection during Li 

therapy for manic-depressive disorder) -was treated successfully with 

rivastigmine (1.5 mg twice a day). 
ST delirium treatment cholinergic agonist; 

rivastigmine delirium treatment 
IT Death 

(anabiosis, reanimation from, delirium in; use of effectors 

of the central cholinergic nervous 

system for treatment of delirium) 
IT Hypoglycemia 

(coma from, delirium in; use of effectors of the 

central cholinergic nervous system 

for treatment of delirium) 
IT Surgery 

(delirium after; use of effectors of the central 
cholinergic nervous system for treatment of 
delirium) 
IT Drug withdrawal 
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(delirium during; use of effectors of the central 

cholinergic nervous system for treatment of 

delirium) 
IT Mental disorder 

(delirium; use of effectors of the central 

cholinergic nervous system for treatment of 

delirium) 
IT Coma 

(hypoglycemic; use of effectors of the central 

cholinergic nervous system for treatment of 

delirium) 
IT Cholinergic agonists 

(use of effectors of the central cholinergic 

nervous system for treatment of delirium) 
IT Poisoning, biological 

(with non-anticholinergic agents, delirium in; use 

of effectors of the central cholinergic 

nervous system for treatment of delirium) 
IT 123441-03-2, Rivastigmine 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(use of effectors of the central cholinergic 

nervous system for treatment of delirium) 
RE.CNT 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Bymaster, F; WO 9817214 A 1998 HCAPLUS 

(2) Galasko, D; NEUROLOGIST 1999, V5/5 ( 247-257 ) 

(3) Goto, G; WO 9831356 A 1998 HCAPLUS 

(4) Lepoi, I; REVIEWS IN CLINICAL GERONTOLOGY 1999, V9/3 ( 235-255 ) 

(5) Lilly Co Eli; EP 0821957 A 1998 HCAPLUS 

(6) Wilcock; LANCET 1994, 344, P544 
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2000:277835 HCAPLUS 

132:298845 

Therapy for improving cognition 

De Nijs, Paul Leonce Irma; Parys, Wim Louis Julien 



Janssen Pharmaceutica N.V 
PCT Int. Appl. , 7 pp. 
CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K031-00 
CC 63-6 (Pharmaceuticals) 

Section cross-reference ( s ) : 
FAN.CNT 1 

PATENT NO. KIND DATE 



Belg. 



PI 



WO 2000023057 
WO 2000023057 

W: AE, AL, 
CZ, DE, 
IN, IS, 
MG, MK, 
SL, TJ, 
BY, KG, 
RW: GH, GM, 
DK, ES, 
CG, CI, 
AU 9964727 
BR 9914419 
EP 1121131 

R: AT, BE, 
IE, SI, 
NO 2001001403 
PRAI EP 1998-203454 



A2 

A3 
AM, AT, 
DK, DM, 
JP, KE, 
MN, MW, 
TM, TR, 
KZ, MD, 
KE, LS, 
FI, FR, 
CM, GA, 

Al 

A 

A2 
CH, DE, 
LT, LV, 

A 

A 




MX, NO, NZ, 
TT, TZ, UA, 
RU, TJ, TM 
MW, SD, SL, 
GB, GR, IE, 
GN, GW, ML, 

20000508 

20010626 

20010808 
DK, ES, FR, 
FI, RO 

20010320 . 

19981016 <- 



APPLICATION NO. 



DATE 



WO 1999-EP7804 



19991012 <— 



BB, BG, BR, BY, CA, CH, CN, CR, CU, 

GB, GD, GE, GH, GM, HR, HU, ID, IL, 

KZ, LC, LK, LR, LS, LT, LU, LV, MD, 

PL, PT, RO, RU, SD, SE, SG, SI, SK, 

UG, US, UZ, VN, YU, ZA, ZW, AM, AZ, 

SZ, TZ, UG, ZW, AT, BE, CH, CY, DE, 

IT, LU, MC, NL, PT, SE, BF, BJ, CF, 

MR, NE, SN, TD, TG 

AU 1999-64727 19991012 <— 
BR 1999-14419 19991012 <— 
EP 1999-952580 19991012 <— 

GB, GR, IT, LI, LU, NL, SE, MC, PT, 



NO 2001-1403 



20010320 <-- 
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WO 1999-EP7804 W 19991012 <-- 
AB The present invention is concerned with pharmaceutical compns . comprising 
a carrier and as first active ingredient an atypical antipsychotic agent 
(I) and as second active ingredient an acetylcholinesterase 
inhibitor (II), each in an amt . producing a therapeutically beneficial 
effect in patients suffering from psychosis, or Alzheimer's disease or 
related dementias. The therapeutically beneficial effect can be a 
synergistic effect on the cognitive functioning of patients suffering from 
Alzheimer's disease or related dementias or the prevention of the further 
deterioration of cognition in the patients, or the redn. of adverse 
effects assocd. with one of the active ingredients by the other of the 
active ingredients. Preferred compns. comprise risperidone as the 
atypical antipsychotic and galantamine as the acetylcholinesterase 
inhibitor. 

ST cognition enhancer antipsychotic acetylcholinesterase inhibitor; 

risperidone galantamine Alzheimer disease cognition improvement 
IT Mental disorder 

(dementia; therapeutics for improving cognition contg. antipsychotic 
agent and acetylcholinesterase inhibitor) 
IT Mental disorder 

(psychosis; therapeutics for improving cognition contg. antipsychotic 
agent and acetylcholinesterase inhibitor) 
IT Alzheimer 1 s disease 
Antipsychotics 
Cognition enhancers 

(therapeutics for improving cognition contg. antipsychotic agent and 
acetylcholinesterase inhibitor) 
IT 357-70-0, Galantamine 106266-06-2, Risperidone 111974-69-7, Quetiapine 
120014-06-4, Donepezil 123441-03-2, Rivastigmine 132539-06-1, 
Olanzapine 133454-47-4, Iloperidone 144 598-75-4, 9-Hydroxyrisperidone 
14 6939-27-7, Ziprasidone 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(therapeutics for improving cognition contg. antipsychotic agent and 

acetylcholinesterase inhibitor) 
IT 9000-81-1, Acetylcholinesterase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(therapeutics for improving cognition contg. antipsychotic agent and 

acetylcholinesterase inhibitor) 

L65 ANSWER 5 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1998:576905 HCAPLUS 
DN 129:183787 

TI Parkinson's disease therapy. Well tried and new drug therapies 
AU Fischer, PetercAr^ 

CS Kelkheim-Rup^ertSMLn, D-6577 9, Germany 
SO Pharm. Ztg. \l998)V) 14 3 ( 35 ) , 2925-2929 

CODEN: PHZIAFfeaJSgW: 0031-7136 
PB Govi-Verlag Pharmazeutischer Verlag 
DT Journal; General Review 
LA German 

CC 1-0 (Pharmacology) 

AB A review is given with 5 refs. on Parkinson drug therapies including 
L-DOPA, dopamine agonists, monoaminooxidase B inhibitors, 
anticholinergic and antiglutamatergic drugs, and surgery. 
ST review Parkinson drug therapy 
IT Antiparkinsonian agents 

Cholinergic antagonists 
Dopamine agonists 
NMDA antagonists 

(Parkinson's disease therapy) 
IT 59-92-7, biological studies 14611-51-9, L-Deprenyl 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(Parkinson 1 s disease therapy) 
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L65 ANSWER 6 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1998:548534 HCAPLUS 
DN 129:171769 

TI Pharmaceutical composition for treatment of synaptic dysfunction 
comprising an oxime 
Viner, Norman M. 

Synapse Pharmaceuticals International, Inc., Can. 
PCT Int. Appl., 55 pp. 
CODEN: PIXXD2 
Patent 
English 

ICM A61K031-46 
ICS A61K031-46; A61K031-44 
4-8 (Toxicology) 
Section cross-reference (s ) : 1, 63 
FAN.CNT 2 

KIND DATE 



IN 
PA 

SO 

DT 
LA 
IC 

CC 



PATENT NO. 



PI 


WO 


9834615 




Al 






W: AL, 


AM, 


AT, , 






DK, 


EE, 


ES, 






KP, 


KR, 


KZ, 






NO, 


NZ, 


PL, 






UA, 


UG, 


US, 






AZ, 


BY, 


KG, 






RW: GH, 


GM, 


ke, : 






FR, 


GB, 


GR, 






GA, 


GN, 


ML, 1 




us 


6166032 




A 




US 


5900418 




A 




us 


5981549 




A 




us 


5760049 




A 


/ 


us 


5824684 




A 




us 


5902816 




A 




us 


5916903 




A 




ZA 


9800960 




A 




AU 


9859775 




Al 






1014981 




Al 


\ 




R: AT, 


BE, 


CH, 






IE, 


FI 




\ 


JP 


2001511159 


T2 


PRAI 


US 


1997-797251 


A2 


\ 


^us 


1997-795247 


A2 




us 


1997-801801 


A2 




u\ 


1997-801802 


A2 




US Y997-803719 


AZ 




US 


19'97<803721_ 


^A2 




US 


1997-803722 


A2 




US 


1997-803723 


A2 




US 


1997-807273 


A2 




wo 


1998-CA94 


W 


OS 


MARPAT 129: 


171769 



19980813 



j^^/ APPLICATION NO 



DATE 



FI, 
LC, 
PT, 
US, 
KZ, 
LS, 
IE, 
MR, 



AZ, 
GB, 
LK, 
RO, 
US, 
MD, 
MW, 
IT, 
NE, 



BA, 
GE, 
LR, 
RU, 
US, 
RU, 
SD, 
LU, 
SN, 



BB, 
GH, 
LS, 
SD, 
US, 
TJ, 
SZ, 
MC, 
TD, 



) 1998-CA94 




19980205 


< — 




BR, 


BY, 


CA, 


CH, 


CN, 


cu, 


CZ, 


DE, 


GW, 


HU, 


ID, 


IL, 


IS, 


JP, 


KE, 


KG, 


LU, 


LV, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


US, 


US, 


US, 


UZ, 


VN, 


YU, 


ZW, 


AM, 


zw, 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FI, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 



DE, 



20001226 
19990504 
19991109\ 
19980602^, 
19981020 
19990511 
19990629 
19980817 
19980826 
20000705 
DK, ES, 



FR, 



BG, 
GM, 
LT, 
SE, 
US, 
TM 
UG, 
NL, 
TG 

US 1997-797251 
US 1997-795247 
US 1997-801802 
US 1997-803723 
US 1997-803722 
US 1997-803721 
US 1997-807273 
ZA 1998-960 
AU 1998-59775 
EP 1998-902893 
GB, GR, IT, LI, LU, 



1998-533466 



19970207 
19970210 
19970214 
19970221 
19970221 
19970221 
19970228 
19980205 
19980205 
19980205 
NL, SE, 



< — 
< — 
< — 
< — 
< — 
< — 
< — 
< — 
< — 
< — 
MC, 



PT, 



19980205 <— 




20010807 
19970207 
19970210., 
199702lT 
.„ W97 0214 
A2^" 19970221 
19970221 
19970221 
19970221 
19970228 
199802/5 

AB' A pharmaceutical compn. is /provided for treatment of cnronic symptoms of 

synaptic dysfunction and related disease disorders comprising an effective 
amt . of a pharmaceutical /y acceptable oxime which is pnysiol. active such 
as an acetylcholine esterase reactivator optionally in' 

assocn. with an addnl. Pharmacol, active agent. The pharmaceutical compn. 
has wide-ranging applicability in the treatment of withdrawal 
symptoms due to the cessation of tobacco use, respiratory disease, 
drug and ale. addictions disorders of the 
central and peripheral nervous systems, 

treatment of antineoplastic disease as well^s" the redn. of adverse 
effects of antineoplastic dise ase tre^ togfi^T cardiac disorders and 
circulatory disease, obesity, fatigue syndromes, endocrine and immune 
system disorders, dysfunction of gastrointestinal motility and 
irritable bowel syndrome, and heavy metal poisoning. 
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ST 
IT 

IT 



IT 



IT 



IT, 



IT 



IT 



IT 



IT 
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AN 
DN 
TI 



synapse dysfunction pharmaceutical oxime; tobacco withdrawal synapse 
dysfunction pharmaceutical oxime 
Synapse 



for treatment of synaptic 



for treatment of synaptic dysfunction comprising 

I 



(dysfunction; pharmaceutical compn. 

dysfunction comprising oxime) 
Alcoholism 
Allergy inhibitors 
Alzheimer's disease 
Antiasthmatics 

Cholinergic antagonists 
Tobacco smoke 

(pharmaceutical compn 

oxime) 
Oximes/ 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(r^harmaceutical compn. for treatment of synaptic dysfunction comprising 
oxime ) J 
51-5^5-8, Atropine, biological studies 60-40-2, Mecamylamine 87-00-3, 
Homatropine 13265-10-6, Methscopolamine 31610-87-4, Methylatropine 
602(5)5-81-4, Ipratropium / 
RL : / THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

((acetylcholine receptor antagonist; pharmaceutical compn. for treatment 
of synaptic dysfunction comprising oxime) 
9000-81-1, Ace tylchol ines terase 

RL:1 BAC (Biological activity or effector, except adverse )h BIOL 
(Biplogical study) / 

activator; pharmaceutical compn. for treatment of synaptic dysfunction 
omprising oxime) / 



57-71-6, 



pharmaceutical compn. for treatment of synaptic dysfunction 



51-lte-0, 2-PAM chloride 51-34-3, Scopolamine 56-97/3, TMB-4 
DAM \ 94-63-3, 2-PAM 99-66-1, Valproic acid 306-44-5, MINA 
7683436-5, Obidoxime / 
RL: THU (Therapeutic use); BIOL (Biological study) ^/USES (Uses) 

(pharmaceutical compn. for treatment of synapti/c dysfunction comprising 

oxime) 
54-ll-5\ Nicotine 

RL: BAC ^Biological activity or effector, except adverse) ; BIOL 
(BiologicaNL study) / 

(stimulan^; pharmaceutical compn. for tr^eati 

comprising T>$d jtie) 

59-26-7, Nikethamide 63-75-2, Arecolijafe 90-69-7, Lobeline 92-13-7, 
Pilocarpine 300-54-9, Muscarine 3p4-84-7, Ethamivan 486-56-6, 
Cotinine 674-38-4, Bethanechol 

RL: THU (Therapeutic use); BIOL Geological study); USES (Uses) 

(stimulant; pn^r^naceutical^GOmpn . for treatment of synaptic dysfunction 
comprising oxime j**-- 

64-17-5, Ethanol, biological studies 

RL: ADV (Adverse effect, including toxicity); BIOL (Biological study) 
(withdrawal; pharmaceutical compn. for treatment of synaptic 
dysfunction comprising oxime) 

ANSWER 7 OF 22 HCAPLUS COPYRIGHT 2002 ACS 

1998:504876 HCAPLUS 

129:193712 

Sustained-release microcapsules of acetylcholinesterase 
inhibitors for Alzheimer ! s disease 



IN Motodani, Toshio; Ikari, Yasuta 
PA Takeda Chemical Industries, Ltd J 
SO Jpn. Kokai Tokkyo Koho, 10 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
IC ICM A61K009-52 

ICS A61K009-52; A61K031-445; A61K031 
CC . 63-6 (Pharmaceuticals) 

Section cross-reference (s) : 1 
FAN.CNT 1 



asaomi 




5-00; A61K047-30 
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PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 10203966 A2 19980804 JP 1997-320223 19971121 <— 

PRAI JP 1996-311078 19961121 

AB Sustained-release microcapsules contg. acetylcholinesterase 

inhibitors [i.e. 8- ( l-oxo-3- (1- (phenylmethyl ) piperidin-4-yl ) propyl) - 
2,2,4, 5-tetrahydro-lH-l-benzazepine and l-benzyl-4- ( {5, 6-dimethoxy-l- 
oxoindan-2-yl ) methyl ) piperidine] and biodegradable glycolic acid-lactic 
acid copolymer for treatment of Alzheimer's disease are claimed. The 
prepns. showed high bioavailability. 

ST microcapsule acetylcholinesterase inhibitor Alzheimer disease; 
benzazepin deriv acetylcholinesterase inhibitor Alzheimer 
disease; piperiline deriv acetylcholinesterase inhibitor 
Alzheimer disease 

IT Microcapsules (drug delivery systems) 

(slow-release; sustained-release microcapsules of 
acetylcholinesterase inhibitors for Alzheimer's disease) 

IT Alzheimer's disease 
Drug bioavailability 

Sustained release drug delivery systems 

(sustained-release microcapsules of acetylcholinesterase 
inhibitors for Alzheimer's disease) 
IT 9000-81-1, Acetylcholinesterase 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(inhibitors; sustained-release microcapsules of 
acetylcholinesterase inhibitors for Alzheimer's disease) 
IT 34346-01-5, Glycolic acid-lactic acid copolymer 120014-06-4 
142852-50-4 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(sustained-release microcapsules of acetylcholinesterase 
inhibitors for Alzheimer's disease) 

L65 ANSWER 8 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1997:802089 HCAPLUS 
DN 128:53281 

TI Liposomes containing acetylcholinesterase inhibitors for 

treatment of dementia 
IN Kiwada, Horoshi; Fujiwara, Michihiro 
PA R. T. A. Associates Y. K. , Japan 
SO Jpn. Kokai Tokkyo Koho, 4 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
IC ICM A61K045-00 

ICS A61K009-127; A61K031-47; C12N009-99 
CC 63-6 (Pharmaceuticals) 

Section cross-reference (s) : 1 
FAN.CNT 1 

PATENT NO. KIND DATE AP PL I CAT I ON/ NO . DATE 



PI JP 09323939 A2 -^ 19971216 JP 1996-1/0360 19960603 <-- 

AB The title liposomes a^e\useful for treatment of Alzheimer-type dementia, 
etc. The liposomes snpwNgood distribution to/ brain and cause no major 
adverse effects (no da\a) 7\ Liposomes contg/ tacrine significantly 
improved scopolamine-in<^ucea\space recognition disorder in rats. 

ST liposome acetylcholinesterase inhibitor treatment dementia; 
tacrine liposome treatment dementia Alzheimer 

IT Alzheimer's disease \ \^ / 

Dementia ^ \X 

Liposomes (drug delivery systems) 

(liposomes contg. acetyl cholines terase inhibitors for 
treatment of dementia) \. 

IT 321-64-2P, Tacrine 

RL: BAC (Biological activity or effector, except adverse) ; PNU 
(Preparation, unclassified); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 



A 
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(liposomes contg. acetylcholinesterase inhibitors for 

treatment of dementia) 
IT 9000-81-1, Acetylcholinesterase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(liposomes contg. acetylcholinesterase inhibitors for 

treatment of dementia) 
IT 1684-40-8, Tacrine hydrochloride 
RL: RCT (React ant) 

(liposomes contg. acetylcholinesterase inhibitors for 

treatment of dementia) 

L65 ANSWER 9 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1996:166885 HCAPLUS 
DN 124:278828 

TI Lamotrigine in Parkinson's disease - a double blind study 
AU Zipp, F.; Buerklin, F.; Stecker, K. ; Baas, H.; Fischer, P. -A. 
CS Department Neurology, University Frankfurt/Main, Germany 
SO J. Neural Transm. : Parkinson/ s Dis. Dementia Sect. (1995), 

10(2-3), 199-206 ( \ 

CODEN: JNPSEJ; ISSN: 0936-3076 / 
DT Journal \ / 

LA English \ / 

CC 1-11 (Pharmacology) \ / 

AB Antiglutamatergic acting substances are considered to be useful tools for 
the treatment of hypokinesia in ^nimal models for Parkinson's disease 
(PD) . Moreover, most known antiqlutamatergic compds . act postsynaptically 
and are either toxic or weak with\ regard to their clin. potency. The 
antiepileptic drug "Lamotrigine (BTG)" inhibits presynaptic glutamate 
release and may therefore provide \ novel approach for PD therapy. 
Encouraging results from a pilot /pro j ect led us to establish a placebo 
controlled trial including 20 patients with PD. The substance was 
generally well tolerated. There wasNa significant difference in the 
investigator's overall assessment of afficacy (6/10 vs. 2/10 improvement; 
p < 0.05) and a tendency for/LTG to exVibit a beneficial effect in some 
registration parameters, but: no significant differences in motor response 
were found between the two/ groups . We rfeiled to confirm that LTG mediates 
a strong antiparkinsonian'' effect in this ^emall study, but to clearly 
demonstrate slight or moderate beneficial Effects larger groups are 
required. \ 

ST lamotrigine Parkinson disease cholinergic antagonist 

IT Cholinergic antagonists \ 
Parkinsonism / \ 

(lamotrigine in Parkinson's disease in humans) 

IT 84057-84-1, Lamotrigine 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use J;'- BIOL^ (Biological study); USES (Uses) 
(lamotrigine in Parkinson's disease in humans) 

L65 ANSWER 10 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1996:155579 HCAPLUS 
DN 124:212058 

TI Dopamine Dl agonists for the treatment of dementia 
IN Locke, Kenneth W. ; Steele, Thomas D. 
PA Interneuron Pharmaceuticals, Inc., USA 
SO PCT Int. Appl. , 34 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K031-40 

ICS A61K031-44 
CC 63-6 (Pharmaceuticals) 

Section cross-reference (s) : 1 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9600062 Al 19960104 WO 1995-US6803 19950530 <— 

A 
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W: AM, AU, BB, BG, BR, BY, CA, CN, CZ, EE, FI, GE, HU, IS, JP, KE, 

KG, KR, KZ, LK, LR, LT, LV, MD, MG, MN, MW, MX, NO, NZ, PL, RO, 

RU, SD, SG, SI, SK, TJ, TM, TT, UA, UZ, VN 
RW: KE, MW, SD, SZ, UG, AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, 

LU, MC, NL, PT, SE, BF, BJ, £F, CG, CI, CM, GA, GN, ML, MR, NE, 

SN, TD, TG 

US 5744476 A 19980428 US 1994-266816 19940627 <— 

ZA 9504316 A 19960124 ZA 1995-4316 19950526 <-- 

CA 2193799 AA 19960104 CA 1995-2193799 19950530 <— 

AU 9526059 Al 19960119 AU 1995-26059 19950530 <— 

EP 767662 Al ■ 19970416 EP 1995-920681 19950530 <-- 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LI, LU, MC, NL, PT, SE 

PRAI US 1994-266816 19940627 <— 

WO 1995-US6803 19950530 <— 

AB A pharmaceuticaL^compn. , for treatment of dementia assocd. with 

nenrodegeneratilnn hy increasing extracellular brain acetylcholine levels 
to improve cognmrorr7--^pmgrises an effective amt . of a dopamine Dl 
agonist, e . g .^dij^id^exl^Tne . The compn. further comprises an effective 
amt- . ^of J^c>jyt?ffnpa7\ Hnpami d agonist, monoamine oxidase inhibitor, 
acetylcholines terkse inhibitor, apomorphine, muscarinic 
Ml agonist, or, a mdxt. thereof. 

ST dopaminergic Dl -agonist cognition enhancer dementia; nootropic dementia 
neurodegenerationXoppaminergic Dl agonist 

IT Nose ^\ 

(administration by; dopamine Dl agonists as cognition enhancers for 
treatment of dementia) 

IT Nootropics 

Parkinsonism 

(dopamine Dl agonists as cognition enhancers for treatment of dementia) 
IT Mental disorder 

(Alzheimer's disease, dopamine Dl agonists as cognition enhancers for 

treatment of dementia) 
IT Brain, disease 

(Creutzfeldt-Jakob, dopamine Dl agonists as cognition enhancers for 

treatment of dementia) 
IT Mental disorder 

(Pick's disease, dopamine Dl agonists as cognition enhancers for 

treatment of dementia) 
IT Nerve, disease 

(degeneration, dopamine Dl agonists as cognition enhancers for 

treatment of dementia) 
IT Mental disorder 

(dementia, dopamine Dl agonists as cognition enhancers for treatment of 

dementia) 
IT Nervous system 

(disease, Huntington's chorea, dopamine Dl agonists as cognition 

enhancers for treatment of dementia) 
IT Head 

(disease, trauma, dopamine Dl agonists as cognition enhancers for 

treatment of dementia) 
IT Neurotransmitter agonists 

(dopaminergic Dl, dopamine Dl agonists as cognition enhancers for 

treatment of dementia) 
IT Neurotransmitter agonists 

(dopaminergic D2, dopamine Dl agonists as cognition enhancers for 

treatment of dementia) 
IT Virus, animal 

(human immunodeficiency 1, disease; dopamine Dl agonists as cognition 

enhancers for treatment of dementia) 
IT Cholinergic agonists 

(muscarinic Ml, dopamine Dl agonists as cognition 

enhancers for treatment of dementia) 
IT Mental disorder 

(senile psychosis, dopamine Dl agonists as cognition enhancers for 

treatment of dementia) 
IT Brain, disease 
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(stroke, dopamine Dl agonists as cognition enhancers for treatment of 
dementia) 

IT 123039-93-0, Dihydrexidine 174691-84-0, (+) -Dihydrexidine 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(dopamine Dl agonists as cognition enhancers for treatment of dementia) 

IT 58-00-4, Apomorphine 59-92-7, Levodopa, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(dopamine Dl agonists as cognition enhancers for treatment of dementia) 

IT 51-84-3, Acetylcholine, biological studies 

RL: BOC (Biological occurrence); BIOL (Biological study); OCCU 
(Occurrence) 

(extracellular brain; dopamine Dl agonists as cognition enhancers for 
treatment of dementia) 
IT 9000-81-1, Acetylcholinesterase 9001-66-5, Monoamine 
oxidase 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(inhibitors; . dopamine Dl agonists as cognition enhancers for treatment 
of dementia) 

L65 ANSWER 11 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1995:621797 HCAPLUS 
DN 123:17911 

TI Combination of lithium compound and acetylcholinesterase 

inhibitor for treatment of Alzheimer f s disease 
IN Lehmann, Karla 
PA Germany 
SO Ger., 4 pp. 

CODEN: GWXXAW 
DT Patent 
LA German 
IC ICM A61K033-14 

ICS A61K031-19 
CC 63-6 (Pharmaceuticals) 

Section cross-reference (s ) : 1 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI 



DE 4340272 CI 19950511 DE 1993-4340272 19931126 <-- 

WO 9514481 Al 19950601 WO 1994-EP3921 19941126 <— 

W: AM, AT, AU, BB, BG, BR, BY, CA, CH, CN, CZ, DE, DK, EE, ES, FI, 

GB, GE, HU 7 wJP, KE, KG, KP, KR, KZ, LK, LR, LT, LU, LV, MD, MG, 

MN, MW, NL, ^3>^NZ, PL, PT, RO, RU, SO, SE, SI, SK, TJ, TT, UA, 

US, UZ 

KE, MW, SD, S5 



RW: 



AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, 



MC, NL, PT, SE,\BF, 
TD, TG 



AU 


9510677 


Al 


19\50613 


\ AU 


EP 


730463 


Al 


19961)911 


\ EP 


EP 


730463 


Bl 


20000*202 






R: AT, CH, 


DE, FR, 


GB, M, 


EI 


AT 


189391 


E 


200002l\ 


/ AT 


DE 


1993-4340272 




19931126/ 


v < 


DE 


1993-4340273 




1993112/ 




WO 


1994-EP3921 




19941124 





BJ\ CF, CG, CI, CM, GA, GN, ML, MR, NE, SN, 

95-10677 19941126 <— 
95-901442 19941126 <— 



AT 1995-901442 



19941126 <— 



AB 



ST 
IT 



IT 



A synergistic combination of 
inhibitor is useful for treatment 
progression (no data) 
Alzheimer treatment lithi\ 
Mental disorder 

(Alzheimer's disease* 

acetylcholinesterases inhibit c 

disease) 

57-47-6, Physostigmirfe 321-64-2, Tacrine 5M6-89-4, Lithium acetate 
552-38-5, Lithium salicylate 553-54-8, Lithium benzoate 554-13-2, 
Lithium carbonate / 919-16-4, Lithium citrate 5266-20-6, Lithium orotate 



^t and an acetylcholinesterase 

izheimer's disease and arrest of its 

esterase inhibitor 

jium compd. and 
atment of Alzheimer's 
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7439-93-2D, Lithium, salts 7447-41-8, Lithium chloride, biological 
studies 7550-35-8, Lithium bromide 10377-48-7, Lithium sulfate 
18621-94-8, Lithium adipate 32093-25-7 60816-70-8 ,. Lithium gluconate 
70962-88-8 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(combination of lithium compd. and acetylcholinesterase 

inhibitor for treatment of Alzheimer's disease) 
IT 9000-81-1, Acetyl chol ines ter ase 

RL: BSU (Biological study, unclassified) ; BIOL {Biological study) 

(inhibitors; combination of lithium compd. and 

acetylcholinesterase inhibitor for treatment of Alzheimer's 

disease) 

L65 ANSWER 12 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1994:541720 HCAPLUS 
DN 121:141720 

TI CM-084 for treatment of insufficiency of cholinergic nerve 

IN Yoshikawa, Reiko; Mizobe, Fumio; Hanada, Kazunori; AraTcaTT Hiroaki; Uda, 

Yoshihiro; Kaneoka, Juichi 
PA Taisho Pharma Co Ltd, Japan 
SO Jpn. Kokai Tokkyo Koho, 3 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
IC ICM A61K031-40 

ICS A61K031-40 
ICA C07D209-42 
CC 63-6 (Pharmaceuticals) 

Section cross-reference (s) : 1 
FAN.CNT 1 

PATENT NO. KIND DATE / APPLICATION NO. DATE 

PI JP 06107544 A2 19940419 / JP 1992-259956 19920929 <— 




.CONMePh 



AB An indole deriv^. CM-084 (I) is mseful^Sor treatment of insufficiency of 
cholinergic nerye, e.g. for treatment oi*dementia, Alzheimer's disease, 
etc. I (at 50 mg/kg i.p.) poteptiated oxotremorine- induced tremor in 
mice. I showed ^binding activity to muscarinic acetylcholine 
receptors of rats with M2 (heart) /Ml (cortex) selectivity of 24. 
Tablets were formulated from 1/ 100, lactose 460, corn starch 300, 
CM-cellulose Ca salt 100, polyuvinylpyrrolidone) 30, and Mg stearate 10 g. 
ST CM 084 nerve insufficiency; cholinergic agonist indole CM 084; Alzheimer 

disease CM 084; dementia indole CM 084 
IT Mental disorder \ 

(Alzheimer's disease, trea/tment of, with CM-084 (indole deriv.)) 
IT Mental disorder \ 

(dementia, treatment af^^ywith CM-084 (indole deriv.)) 
IT Cholinergic agonists 

(muscarinic, CM-084 (indole deriv.), for mental disorders treatment) 
IT 62048-32-2, CM 084 

RL: BIOL (Biological study) 

(cholinergic nerve insufficiency treatment with) 
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AN 1994:95591 HCAPLUS 
DN 120:95591 

TI Role of spinal and supraspinal muscarinic receptors in the expression of 

morphine withdrawal symptoms in the rat 
AU Holland, L. N.; Shuster, L. C; Buccafusco, J. J. 
CS Dep. Vet. Affairs, Med. Cen., Augusta, GA, 30910, USA 
SO Neuropharmacology (1993), 32(12), 1387-95 

CODEN: NEPHBW; ISSN: 0028-3908 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AB Previous studies in this lab. have demonstrated that prior 

intracerebroventricular (i.e. v.) administration of the muscarinic 
antagonist, 4-diphenylacetoxy-N-methylpiperidine methiodide (4-DAMP) in 
morphine dependent rats significantly attenuates the development of 
cardiovascular and certain behavioral responses pptd. by the opiate 
antagonist, naloxone. The purpose of this study was to det. whether both 
supraspinal and spinal cholinergic neurons are involved in the 
expression of withdrawal symptoms. Employing localized (i.e. v. or 
intrathecal, i.t.) infusions of muscarinic antagonists, it was 
detd. that a significant antiwithdrawal action could be produced through 
both an inhibition of supraspinal and spinal cholinergic 
neurons. Pharmacol, differences emerged regarding the antiwithdrawal 
potential of 4-DAMP and the partially Ml selective antagonist, 
pirenzepine. While the authors 1 previous studies had revealed that 
pirenzepine had essentially no antiwithdrawal activity when administered 
by the i.e. v. route, in the present study, pirenzepine evoked a marked 
antiwithdrawal action by the i.t. route, significantly inhibiting both 
cardiovascular and behavioral signs of withdrawal. In contrast, 4-DAMP 
which was effective by the i.e. v. route {esp. for the cardiovascular 
symptoms), elicited no antiwithdrawal action by the i.t. route. As a 
muscarinic antagonist (ability to block the pressor response to 
central injection of carbachol) 4-DAMP was equally active by i.e. v. or 
i.t. injection. However, pirenzepine was clearly more effective in this 
regard by the i.t. route. These results are consistent with ability of 
muscarinic antagonists to offer significant anti-morphine 
withdrawal activity at both supraspinal and spinal locations. They also 
suggest that different muscarinic systems, possibly different 
receptor subtypes, mediate the expression of morphine withdrawal symptoms 
within the two regions of the CNS. 

ST morphine withdrawal spinal supraspinal muscarinic receptor 

IT Drug dependence 

(on morphine, withdrawal symptoms of, spinal and supraspinal 
muscarinic receptors in) 

IT Brain 

Spinal cord 

(cholinergic system, in morphine withdrawal syndrome) 
IT Receptors 

RL: BIOL (Biological study) 

(muscarinic, spinal and supraspinal, in morphine withdrawal syndrome) 
IT 1952-15-4, 4-Diphenylacetoxy-N-methylpiperidine methiodide 28797-61-7, 
Pirenzepine 

RL: BIOL (Biological study) 

(morphine withdrawal symptoms inhibition by, by intracerebroventricular 

and intrathecal administrations, spinal and supraspinal muscarinic 

receptors in) 
IT 57-27-2, Morphine, biological studies 
RL: BIOL (Biological study) 

(withdrawal symptoms, spinal and supraspinal muscarinic receptors in) 

L65 ANSWER 14 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1993:603324 HCAPLUS 
DN 119:203324 

TI Aza-spirocyclic compounds that enhance cholinergic 

neurotransmission 
IN Chung, John Y. L.; Garvey, David S. 
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PA Abbott Laboratories, USA 

SO U.S., 23 pp. Cont . -in-part of U.S. Ser. No. 451,410, abandoned. 
CODEN: USXXAM 




AB The title compds . , l-oxa-3, 8-diazaspiro [ 4 , 5 ] decane-4-ones and 

1, 3, 8-triazaspiro [4 . 5] decane-4-ones and their derivs . , e.g. I (R1,R2 = 
hydroven, methyl; Y = 0, PhN derivs.) and their uses for the treatment of 
dementia, tardive dyskinesia, hyperkinesia, mania, confusion 
di sorders a nd Alzheimer's disease are claimed. I are "peripheral, 
cholinergic ant act on i ax s ; they enhance cortical cholinergic 
neurotransmission . Thus, 2, 8 -dimethyl -l-oxa-3, 8-diazaspiro [4.5] decane- 3- 
carboxaldehyde (II) was prepd. starting from 4^cyano-4- (trimethylsilyoxy) - 
1-methylpiperidine in several steps. II hydrogen oxalate had activity as 
muscarinic receptor agonist. Spirohydantoin, 3-methyl-l-phenyl- 
1, 3, 8-triazaspiro [4 . 5] decane-2, 4-dione hydrochloride, had little affinity 
for muscarinic Ml receptors or muscarinic M2 
receptors . 

ST muscarinic receptor agonist triazaspirodecane oxadiazaspirodecane prepn; 
hyperkinesia triazaspirodecane oxadiazaspirodecane prepn; tardive 
dyskinesia triazaspirodecane oxadiazaspirodecane prepn; mania 
oxadiazaspirodecane prepn; confusion triazaspirodecane 
oxadiazaspirodecane prepn; mental disorder triazaspirodecane 
oxadiazaspirodecane prepn; Alzheimer triazaspirodecane oxadiazaspirodecane 
prepn; cholinergic agonist triazaspirodecane oxadiazaspirodecane 
prepn; spirohydantoin triazaspirodecane oxadiazaspirodecane 
anticholinergic; neurotransmitter cholinergic 
triazaspirodecane oxadiazaspirodecane prepn 
IT Hyperkinesia 

(treatment of, oxadiazaspiro [ 4 . 5] decane and triazaspiro [4 . 5] decane 
derivs. for) 
IT Mental disorder 

(Alzheimer's disease, treatment of, oxadiazaspiro [4 . 5] decane and 
triazaspiro [4 . 5] decane derivs. for) 
IT Mental disorder 

(confusion, treatment of, oxadiazaspiro [4 . 5] decane and 
triazaspiro [4 . 5] decane derivs. for) 
IT Mental disorder , 

(dementia, treatment of, oxadiazaspiro [4 . 5] decane and 
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triazaspiro [4 . 5] decane derivs . for) 
IT Nervous system 

(disease, tardive dyskinesia, treatment of, oxadiazaspiro [ 4 . 5] decane 

and triazaspiro [4 . 5] decane derivs. for) 
IT Mental disorder 

(mania, treatment of, oxadiazaspiro [4 . 5] decane and 

triazaspiro [4 . 5] decane derivs. for) 
IT Cholinergic agonists 

(muscarinic, oxadiazaspiro [ 4 . 5] decane and triazaspiro [4 . 5] decane 

derivs . ) 
IT 150358-79-5P 

RL: SPN {Synthetic preparation); PREP (Preparation) 

(prepn. of) 

IT 150358-78-4P 150358-80-8P 150358-81-9P 150358-82-0P 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of, as intermediate for dimethyloxadiazaspiro [4 . 5] decanecarboxa 
ldehyde (muscarinic agonist) ) 
IT 127354-24-9P 150358-83-1P 150358-84-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of, as intermediate for phenyltriazaspiro [4 . 5] decanedione 
(muscarinic agonist)) 
IT 150342-54-4P, 3-Methyl-l-phenyl-l , 3, 8-triazaspiro [4 .5]decane-2, 4-dione 
hydrochloride 150342-55-5P, 3, 8-Dimethyl-l-phenyl-l , 3, 8- 
triazaspiro [4 . 5] decane-2, 4-dione hydrochloride 150358-76-2P, 
2, 8 -Dimethyl- l-oxa-3, 8-diazaspiro [4,5] decane-3-carboxaldehyde 
150358-77-3P, 3-Methyl-l-phenyl-l, 3, 8-triazaspiro [4 . 5] decane-2, 4-dione 
150508-62-6P, 2, 8-Dimethyl-l-oxa-3, 8-diazaspiro [4 . 5] decane-3- 
carboxaldehyde hydrogen oxalate 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of, as muscarinic agonist) 

L65 ANSWER 15 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1993:480228 HCAPLUS 
DN 119:80228 

TI Synergistic combination of calcium antagonists with chol jj ^ nfr o- i ^ -L se 

inhibitors for treatment of senile dementia 
IN De Jonge, Maarten 

PA Troponwerke G.m.b.H. und Co. K.-G., Germany 
SO Ger . Of fen. , 6 pp. 

CODEN: GWXXBX 
DT Patent 
LA German 
IC ICM A61K031-44 

ICS A61K031-66; A61K031-645; A61K031-40 
ICI A61K031-44, A61K031-66, A61K031-645, A61K031-40 
CC 63-6 (Pharmaceuticals) 

Section cross-reference (s) : 1 
FAN.CNT 1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 




PI DE 


4136288 


Al 


19930506 


DE 1991-4136288 


19911104 


< — 


EP 


547334 


Al 


19930623 


EP 1992-118040 


19921022 


< — 




R: AT, BE, 


CH, DE, 


DK, ES, FR, 


GB, GR, IT, LI, LU, 


MC, NL, 


PT, 


CA 


2081808 


AA 


19930505 


CA 1992-2081808 


19921030 


< — 


JP 


05221877 


A2 


19930831 


JP 1992-315594 


19921102 


< — 


PRAI DE 


1991-4136288 




19911104 <-■ 









GI 
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I 



AB Ca2+ antagonists I [X, Y = H, N02, halo, or XY complete a benzoxadiazolyl 
group; Rl, R2 = (un) substituted Cl-6 alkyl, N-benzylpiperidin-3-yl ; Z - H, 
OCH2CH2NH2] synergistically enhance the memory- improving effect of 
cholinesterase inhibitors in patients with senile demential, esp. 
Alzheimer's disease. Thus, metrifonate (1 mg/kg) and nimodipine (1.0-10.0 
mg/kg orally), administered to rats 45 and 30 min before testing, resp., 
improved their performance in a conditioned avoidance test. 
ST calcium antagonist dementia treatment cholinesterase inhibitor; Alzheimer 
treatment calcium antagonist cholinesterase inhibitor; metrifonate 
nimodipine memory 
IT Memory, biological 

(acetylcholinesterase inhibitor and calcium antagonist 
improvement of, in senile dementia) 
IT Mental disorder 

(Alzheimer's disease, treatment of, with acetylcholinesterase 
inhibitor and calcium antagonist) 
IT Ion channel blockers 

(calcium, senile dementia treatment with acetylcholinesterase 
inhibitor and) 
IT Mental disorder 

(senile psychosis, treatment of, with acetylcholinesterase 
inhibitor and calcium antagonist) , 
IT 9000-81-1, Acetylcholinesterase 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(inhibitors, senile dementia treatment with calcium antagonist and) 
IT 21829-25-4, Nifedipine 39562-70-4, Nitrendipine 63675-72-9, 
Nisoldipine 66085-59-4, Nimodipine 
RL: BIOL (Biological study) 

(senile dementia treatment with acetylcholinesterase 
inhibitor and) 

IT 3295-64-5D, derivs . 7664-38-2D, Phosphoric acid, esters 14 9099-82-1D, 
derivs. 149099-83-2 
RL: BIOL (Biological study) 

(senile dementia treatment with calcium antagonist and) 

ANSWER 16 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
1993:225503 HCAPLUS 
118:225503 

Cocaine-induced seizures and lethality appear to be associated with 
distinct central nervous system binding 
sites 

Ritz, Mary C; George, Frank R. 

Dep. Psychol., Univ. New Mexico, Albuquerque, NM, USA 
J. Pharmacol. Exp. Ther. (1993), 264(3), 1333-43 
CODEN: JPETAB; ISSN: 0022-3565 
Journal 
English 

1-11 ( Pharmacology) 

Cocaine use and abuse has increasingly been assocd. with toxic 
consequences such as seizures and death. This report describes an 
assessment of the relationship between these toxic effects and multiple 
cocaine binding sites in the brain. The results suggest that serotonin 
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transporters may be assocd. with drugs. Indeed, drug 

potency for binding at this site alone accounted for 78% of the variance 
(r = 0.88) in the potency of cocaine and related compds . for producing 
seizures. However, binding of cocaine-like drugs at 
. sigma. -receptors or muscarinic Ml or M2 

cholinergic receptors may attenuate the seizurgenic properties of 
these compds. In contrast, dopamine transporters appear to be assocd. 
with lethality induced by cocaine and related drugs, with 
drug potency for binding at this. site accounting for 56% of the 
variance (r = 0.75) in the potency of cocaine and related compds. for 
producing death. However, binding of cocaine-like drugs at 
muscarinic Ml and . sigma . -receptors also appears to be 

significantly related to cocaine-induced lethality, with binding at these 
sites accounting for either an addnl . 31 or 27%, resp., of the variance in 
potencies of cocaine and related drugs to produce death. These 
findings suggest, that, although seizure initiation may depend primarily 
on affinity of cocaine and related compds. for binding sites assocd. with 
the serotonin transporter, the seizure-inducing properties of cocaine may 
ultimately depend on a final summation of its effects not only on 
serotonergic systems, but on muscarinic and . sigma . -neuronal 
systems as well. Likewise, although apparently mediated by relatively 
distinct neuronal mechanisms, the lethal effects of cocaine and related 
compds. may depend on an interaction of effects at dopaminergic, 
muscarinic Ml and . sigma . -receptor sites. This 

information may substantially increase our understanding of the mechanisms 
of action of cocaine, and may aid in the development of Pharmacol, 
treatments for acute cocaine toxicity. 
ST cocaine seizure central nervous system 

binding 
IT Convulsion 

(from cocaine, distinct central nervous 
system binding site for) 
IT Nervous system 

(central, cocaine binding site in, seizures and lethality 
mechanism in relation to) 
IT Receptors 

RL: BIOL (Biological study) 

(dopaminergic, cocaine-induced seizures and lethality mediation by, in 
central nervous system) 
IT Receptors 

RL: BIOL (Biological study) 

(muscarinic Ml, cocaine-induced seizures and 
lethality mediation by, in central nervous 
system) 
IT Receptors 

RL: BIOL (Biological study) 

(.sigma.-, cocaine-induced seizures and lethality mediation by, in 
central nervous system) 
IT 50-36-2, (-) -Cocaine 

RL: ADV (Adverse effect, including toxicity); BIOL (Biological study) 
(seizures and toxicity of, specific central nervous 
system binding sites in). 

L65 ANSWER 17 OF 22 HCAPLUS COPYRIGHT 2002 ACS 

AN 1992:620065 HCAPLUS 

DN 117:220065 

TI Acetylcholine esterase inhibitors containing alkaloids 

IN Yamaguchi, Takuji; Ogino, Tatsunori; Sato, Shunji; Chin, Masao 

PA Tsumura and Co., Japan 

SO Jpn. Kokai Tokkyo Koho, 6 pp. 

CODEN: JKXXAF 

DT Patent 

LA Japanese 

ICf ICM A61K031-47 

ICS A61K031-47; A61K035-78; C07D491-147 

CC 63-4 (Pharmaceuticals) 
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Section cross-reference (s ) : 1 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 04159225 A2 19920602 JP 1990-284305 19901024 <— 

GI 




I 



AB Acetylcholine esterase inhibitors, useful for 

treatment of muscular dystrophy, dementia, Alzheimer's disease, digestive 
tract disease, etc., contain alkaloids I (R = OH, OMe) as active 
ingredients. Root of Aristolochia fangchi (15 kg) was extd. with MeOH and 
the ext. was worked-up to give 56 g I (R = OMe) and 115 mg I (R = OH), 
which inhibited acetylcholine esterase of rat brain 

with IC50 of 3.2 .times. 10-6 and 4.0 .times. 10-6 M, resp. Tablets (200 
mg/each) were formulated contg. I (R = OMe) 10, corn starch 44, cryst. 
cellulose 40, CMC Ca 5, silica 0.5, and Mg stearate 0.5 g. 

ST acetylcholine esterase inhibitor Aristolochia 

alkaloid; muscular dystrophy treatment Aristolochia alkaloid; Alzheimer 
disease treatment Aristolochia alkaloid; digestive tract disease 
Aristolochia alkaloid; dementia treatment Aristolochia alkaloid 

IT Aristolochia fangchi 

(alkaloids as acetylcholine esterase inhibitors 
from) 

IT Muscular dystrophy 

(treatment of, alkaloids from Aristolochia fangchi for) 
IT Mental disorder 

(Alzheimer's disease, treatment of, alkaloids from Aristolochia fangchi 

for) 

IT Mental disorder 

(dementia, treatment of, alkaloids from Aristolochia fangchi for) 
IT Digestive tract 

(disease, treatment of, alkaloids from Aristolochia fangchi for) 
IT 436-77-1 21008-67-3 
RL: PROC (Process) 

(extn. of, from root of Aristolochia fangchi, as acetylcholine 

esterase inhibitor) 
IT 9000-81-1, Acetylcholine esterase 
RL: BIOL (Biological study) 

(inhibitors for, alkaloids as) 

-±6% — ^SWEXT§^OFZ2 HCAPLUS COPYRIGHT 2002 ACS 

AN 1992:4 601 HCAPLUS 
DN 116:4601 

TI A longitudinal study of cerebrospinal fluid acetylcholinesterase 
in delirium: changes at the acute stage and at one-year 
f ollowup 

AU J^opoiien^Hannu; Sirvio, Jouni; Reinikainen, Kari J.; Riekkinen, Paavo J. 
CS Moisio Ment. Hosp., Mikkeli, SF-50520, Finland 
SO Psychiatry Res. (1991), 38(2), 135-42 

CODEN: PSRSDR; ISSN: 0165-1781 
DT Journal 
LA English 

CC 14-10 (Mammalian Pathological Biochemistry) 
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AB Cerebrospinal fluid a cetylcholinesterase (CSF AChE) was detd. 

for elderly delirious '"patients during tne acute stage and after 
a 1-yr followupj and the AChE levels were compared with those of 
age-equiv. controls. At the acute phase, the A ChE levels of the 
delirious patients were in the'~same range as those of the control 
group, 5uE~ durin g ^th^~fi3i~rowup~; aTlight declining tre nd was obsd.. These 
results do^TcT~lanim^gxiously support the previously suggested role of 
c ho liner g j.c_dys function in the pathogenesis of acute 
delirium, although tfie" augmented striatal release of AChE in* 
hyperkinetic and mixed delirium may mask the involvement of 
cholinergic neurons . 
ST cerebrospinal fluid acetylcholinesterase acute delirium 
IT Cerebrospinal fluid 

(acetylcholinesterase of, acute delirium in 
relation to, in humans) 
IT Mental disorder 

(delirium, acute, acetylcholinesterase of 
cerebrospinal fluid in relation to, in humans) 
IT 9000-81-1, Acetylcholinesterase 
RL: BIQL (Biological study) 

(of cerebrospinal fluid, acute delirium in relation to, in 
humans) 

L65 ANSWER 19 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1991:88703 HCAPLUS 
DN 114:88703 

TI N-Benzylbenzamides for treatment of disturbance of memory 

IN Ito, Yasuo; Kato, Hideo; Etsuchu, Eiichi; Ogawa, Nobuo; Morikawa, Koji; 

Ooshita, Masafumi; Oshita, Masafumi 
PA Hokuriku Pharmaceutical Co., Ltd., Japan 
SO Jpn. Kokai Tokkyo Koho, 6 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
IC ICM A61K031-165 

ICS A61K031-18; A61K031-275; A61K031-40; A61K031-445; A61K031-495; 
A61K031-535 

ICA C07C233-73; C07C235-48; C07C255-57; C07C311-15; C07D295-08 
CC 63-6 (Pharmaceuticals) 

Section cross-reference (s ) : 1 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 02231421 A2 19900913 JP 1989-51001 19890304 <— 

OS MARPAT 114:88703 

GI 



Rl 

R2 /4=\ 



R3 



<y ^> — CONHCH2 — <^ ^> — OCH2CH2NR4R5 



AB Pharmaceuticals, useful for treatment of memory disturbance in 

(Alzheimer's disease-type) dementia, contain N-benzylbenzamides I [Rl, R2, 
R3 = H, lower alkyl, lower alkoxy, OH, halo, N02, cyano, (lower 
alkyl-substituted) NH2 or sulfamoyl; R1R2 may form methylenedioxy; R4 , R5 
= lower alkyl, C3-6 cycloalkyl; NR4R5 may form (lower alkyl-substituted) 
1-pyrrolidinyl, 1-piperidinyl, 1-piperazinyl, 4-morpholinyl] or their 
Pharmacol, acceptable salts as active ingredients. I are safe and inhibit 
acetylcholine esterase. 4-Amino-N- [4- [2- 

(dimethylamino) ethoxy] benzyl] -2-methoxy-5-sulf amoylbenzamide HC1 salt ( II ) 
at 100 mg/kg i.p. remarkably improved scopolamine-induced amnesia in rats. 
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Capsules were formulated contg. II 50, lactose, corn starch 20, and Mg 
stearate 1 rug. 

ST benzylbenzamide treatment dementia amnesia; benzamide benzyl treatment 
dementia amnesia; acetylcholine esterase inhibitor 
benzylbenzamide 
IT Amnesia 

(treatment of, N-benzylbenzamides for) 
IT Mental disorder 

(Alzheimer's disease, treatment of, N-benzylbenzamides for) 
IT Mental disorder 

(dementia, treatment of, N-benzylbenzamides for) 
IT 122892-35-7 122892-36-8 122892-42-6 122892-46-0 122892-66-4 
122892-72-2 122892-94-8 122893-19-0 122893-20-3 122893-26-9 
1228 93-27-0 122893-34-9 122909-87-9 
RL: BIOL (Biological study) 

(dementia or amnesia treatment by) 
IT 9000-81-1, Acetylcholine esterase 
RL: BIOL (Biological study) 

(inhibitors for, N-benzylbenzamides as) 

L65 ANSWER 20 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1989:587620 HCAPLUS 
DN 111:187620 

TI Preparation and use of phenylcarbamate cholinergic agonists as 

central nervous agents 
IN Enz, Albert 

PA Sandoz-Patent-G.m.b. H. , Fed. Rep. Ger. 
SO Ger. Of fen. , 8 pp. 

CODEN: GWXXBX 
DT Patent 
LA German 
IC ICM C07C125-067 

ICS C07C059-255; A61K031-325 
CC 1-11 (Pharmacology) 

Section cross-reference (s) : 63 
FAN.CNT 2 



PATENT NO 




KIND 


DATE 


APPLICATION NO. 


DATE 




DE 


3805744 


Al 


19880915 


DE 


1988- 


3805744 


19880224 


<- 


DE 


3805744 


C2 


19990923 












NL 


8800436 


A 


19881003 


NL 


1988- 


436 


19880222 


<- 


HU 


49325 




A2 


19890928 


HU 


1988- 


827 


19880222 


<- 


HU 


20190G 


B 


19910128 












FR 


26117Q7 


Al 


19880909 


FR 


1988- 


2597 


19880229 


<- 


FR. 


26117a 


7 


Bl 


19900420 












BE 


100146 


7 


A3 


19891107 


BE 


1988- 


230 


19880229 


<- 


GB 


220304 


0 


Al 


19881012 


GB 


1988- 


4888 


19880301 


<- 


GB 


220304 


0 


B2 


19901024 












CH 


675720 




A 


19901031 


CH 


1988- 


774 


19880301 


<- 


DK 


880112 


5 


A 


19880905 


DK 


1988- 


1125 


19880302 


<- 


FI 


880097 


2 


A 


19880905 


FI 


1988- 


972 


19880302 


<- 


FI 


89165 




B 


19930514 












FI 


89165 




C 


19930825 












SE 


880073 


1 


A 


19880905 


SE 


1988- 


731 


19880302 


<- 


AU 


88125^ 


4 


Al 


19880908 


AU 


1988- 


12554 


19880302 


<- 


AU 


618949' 




B2 


19920116 












IL 


85609/ 




Al 


19920715 


IL 


1988- 


85609 


19880302 


<- 


JP 


63238054 


A2 


19881004 


JP 


1988- 


52478 


19880303 


<- 


CA 


1307003 


Al 


19920901 


CA 


1988- 


560457 


19880303 


<- 


JP 


09118617 


A2 


19970506 


JP 


1996- 


241702 


19880303 


<- 


JP 


09165362 


A2 


19970624 


JP 


1996- 


291560 


19880303 


<- 


ES 


2010527 


A6 


19891116 


ES 


1988- 


651 


19880304 


<- 




880155 




A 


19891129 


ZA 


1988- 


1584 


19880304 


<- 






a- 


A 


1.93202X1 


—US 


1995- 


466502 


19950606 


<- 






Bl 


19970421 


KR 


1996- 


13694 


19960430 


<- 


DE 


1987-3706914 


Al 


19870304 <-- 
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US 


1988 


-162568 


Bl 


19880301 


<-- 


JP 


1988 


-52478 


A3 


19880303 


<-- 


KR 


1988 


-2187 


A3 


19880303 


<-- 


US 


1988 


-285177 


Bl 


19881215 


<-- 


US 


1989 


-408640 


Bl 


19890918 


<-- 


US 


1990 


-589343 


Bl 


19900927 


< — 


US 


1991 


-664189 


Bl 


19910304 


<-- 


US 


1991 


-750334 


Bl 


19910827 


< — 


US 


1992 


-859171 


Bl 


19920327 


< — 


US 


1992 


-925365 


Bl 


19920804 


< — 


US 


1993 


-6904 


Bl 


19930121 


< — 


US 


1993 


-110622 


Bl 


19930823 


< — 


US 


1994 


-353848 


Bl 


19941224 


< — 



OS MAR PAT 111:187620 
GI 




02CNR1R2 



CR3MeNR4R5 II 



AB (S) -3- (1-Dimethylaminoethyl) phenyl N-ethyl-N-methylcarbamate (I) and its 
salts are prepd. as long-act ina »r;gatiylgholinesteras e inhibit ors _ 
which selectively affect t he ce rebral cortex and hTppo c,ampus . I~~and 
related compds . II (Rl = H, lower alkyl, cyclohexyl, allyl, PhCH2; R2 H, 
Me, Et, Pr; or R1NR2 = morpholino, piperidino; R3 = H, lower alkyl; R4 , R5 
= lower alkyl) are suitable for transdermal administration. I H tartrate 
(III) (25 .mu.mol/kg) increased the acetylcholine concns . in the striatum, 
cortex, and hippocampus of rats. The effect was max. after 30 min and 
persisted for 4 h. The effect was greater for (-)-III than for (.+-.) -Ill 
and still greater than for (+)-III. The increased acetylcholine levels 
caused an elevation in cerebral dopamine metab. (S)-I was prepd. by 
resoln. of (,+-.)-I with (+) -0, 0' -di (p-tolyl) tartaric acid monohydrate. A 
transdermal dosage form contained (-)-I 20, Eudragit E 100 (hydrophilic 
polymer) 30, Durotack 280-2416 {nonswelling acrylate polymer) 44, and Brij 
97 (plasticizer) 6%; these components were mixed with Me2CO or EtOH, 
spread on aluminized polyester film, and dried. 
ST phenyl carbamate transdermal central nervous agent; 

acetylcholinesterase inhibitor phenyl carbamate; brain 
cholinesterase inhibitor phenyl carbamate 
IT Resolution 

(of phenylcarbamate deriv.) 
IT Cholinergic agonists 

(phenylcarbamate deriv.) 
IT Down's syndrome 
Hyperkinesia 

(treatment of, with phenylcarbamate deriv.) 
IT Mental disorder 

(Alzheimer's disease, treatment of, with phenylcarbamate deriv.) 
IT Brain, composition 

(cerebral cortex, acetylcholinesterase of, phenylcarbamate 
deriv. inhibition of) 
IT Mental disorder 

" ( "conrusio n, treatment of, with phenylcarbamate deriv.) 

IT Nervous system 

(disease, Friedreich's ataxia, treatment of, with phenylcarbamate 
deriv. ) 
IT Nervous system 

(disease, Huntington's chorea, treatment of, with phenylcarbamate 
deriv. ) 
IT Nervous system 

(disease, tardive dyskinesia, treatment of, with phenylcarbamate 
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deriv. ) 
IT Brain, composition 

(hippocampus, acetylcholinesterase of, phenylcarbamate deriv. 
inhibition of) 
IT Mental disorder 

(mania, treatment of, with phenylcarbamate deriv.) 
IT Mental disorder 

(senile psychosis, treatment of, with phenylcarbamate deriv.) 
IT Brain, composition 

(striatum, acetylcholinesterase of, phenylcarbamate deriv. 
inhibition of) 
IT 123441-04-3 

RL: BIOL (Biological study) 
(as cholinergic agonist) 
IT 51-61-6, Dopamine, biological studies 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(metab. of, by brain, phenylcarbamate deriv. effect on) 
IT 9000-81-1 

RL: PROC (Process) 

(of brain regions, phenylcarbamate deriv. inhibition of) 
IT 47358-42-9 

RL: BIOL (Biological study) 

(phenylcarbamate deriv. resoln. with) 
IT 123441-03-2P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. of, as cholinergic agonist) 
IT 123441-05-4 

RL: PROC (Process) 
(resoln. of) 

L65 ANSWER 21 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1989:19619 HCAPLUS 
DN 110:19619 

TI Psychic disturbances during the acute period of poisoning with domestic 

organophosphorus compounds 
AU Smirnov, V. K. ; Rustanovich, A. V.; Pozamantir, K. A. 
CS USSR 

SO Voen.-Med. Zh. (1988), (8), 38-9 / 

CODEN: VMEZA4; ISSN: 0026-9050 / ^ 

DT Journal / \ 

LA Russian / J 

CC 4-4 (Toxicology) / ' 

AB Psychic disturbance durin^acute poisoning from organophosphorus compds . 
(carbophos and chlorpmos) in\humans was/characterized primarily by a 
disturbance in consciousness Cdaze, stupor, twilight condition, 
coma, etc.). This disturbance oor related with the degree of 
poisoning; the cholinesterase act s iy / ity in the plasma and erythrocytes also 
decreased with the degree of poison\ng. The delirious, condition 
seen in some patients was due to/use cho lino lyti c "age n€ *s JJ a r "was from 
ctxcpnic ale, intoxication. / 

ST psychic disturbance organophosphorus poisoning; mental disorder 

organophosphorus poisoning; >alc psychic disturbance; atropine psychic 
disturbance / 

IT Blood plasma / 
Erythrocyte / 

( acetylcholines terase of, of humans, organophosphorus and 
other compd. poisoning effect on) 

IT Poisoning 

(from organophosphorus and other compds., in humans, psychic 

disturbances from) 
IT Mental disorder 

(organophosphorus and other compd. poisoning in relation to, in humans) 
IT 9000-81-1 

RL: BIOL (Biological study) 

(of blood plasma and erythrocyte, of humans, organophosphorus and other 

compd. poisoning effect on) 
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IT 51-55-8, Atropine, biological studies 52-68-6, Chlorophos 64-17-5, 
Ethanol, biological studies 121-75-5 7723-14-OD, Phosphorus, org. 
compds . 

RL: BIOL (Biological study) 

(poisoning from, in humans, psychic disturbances from) 

L65 ANSWER 22 OF 22 HCAPLUS COPYRIGHT 2002 ACS 
AN 1989:791 HCAPLUS . 
DN 110:791 

TI Peripheral-type benzodiazepine binding in Alzheimer disease 
AU McGeer, Edith G.; Singh, Edith A.; McGeer, Patrick L. 

CS Dep. Psychiatry, Oniv. British Columbia, Vancouver, BC, V6T 1W5, Can. 
SO Alzheimer Dis. Assoc. Disord. (1988), 2(4), 331-6 

CODEN: ADADE2; ISSN: 0893-0341 
DT Journal 
LA English 

CC 1-11 (Pharmacology) - / 

Section cross-reference (s ) : 14 / 

AB The peripheral-type benzodiazepine binding of [3H]Ro5-4864 at a 

nonsaturating concn. and the activities of choline acety^Ltransf erase 
(ChAT) and acetylcholinesterase (AChE) were measured in/7 
cortical areas from postmortem brains of ^ ationi-Q^iifh/ai ThA-imp^ 
(AD), age-matched contzoTs>v and misc. neurol. cases." /None of the chem. 
measures correlated with ageV sex, or postmortem deLay. As expected, ChAT 
and AChE activities ywere closely correlated with one another overall and 
within the AD and control groups\^and the mean values for the AD group 
were less than those in the controls in each of yche cortical regions 
examd. Specific binding site densities were very variable from brain to 
brain and did not/ correlate with ChAT^in any ^roup or overall. By anal, 
of variance, however, binding site densities/in the AD group were higher 
than those in the 1 controls. This difference was statistically significant 
in Broca's area and the precentral and postcentral gyri, but not in the 
temporal gyri which generally have greatex neuronal loss in AD. Of the 15 
misc. neurol. cases, the Parkinson patiemts showed higher binding 
densities than tne controls but the mo/tiinfarct dementia group did not. 
Single cases of Shy-Drager syndrome and sleep apnea showed a majority of 
values >2 std. deviations above the ^control means. Thus, the increase in 
the d. of peripheral type benzodiazepine binding sites for Ro5-4 8 64 in 
cortical regions in AD may not be/large enough to enable the use of a 
positron- or . gamma\^emitting analog for studies of the disorder in vivo. 

ST Alzheimer disease brain benzodiazepine receptor 

IT Multiple sclerosis 
Parkinsonism 
Shy-Drager syndrome 

(benzodiazepine peripheral-type receptor in brain of human with) 

IT Brain, composition 

(benzodiazepine peripheral-type receptors of, in Alzheimer ! s disease in 
humans ) 

IT Mental disorder 

(Alzheimer's disease, benzodiazepine peripheral-type receptor and 
cholinergic enzymes in brain in, of humans) 

IT Amnesia 

(Korsakoff's, benzodiazepine peripheral-type receptor in brain of human 
with) 

IT Wernicke-Korsakoff syndrome 

(Korsakoff's psychosis, benzodiazepine peripheral-type receptor in 

brain of human with) 
IT Receptors 

RL: BIOL (Biological study) 

(benzodiazepine, peripheral-type, of brain, in Alzheimer's disease in 

humans ) 
IT Mental disorder 

(dementia, multi-inf arct , benzodiazepine peripheral-type receptor in 
/"]5fcain of human with) 
IT ( coma / 

(mabetic, benzodiazepine peripheral-type receptor in brain of human 
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with) 

IT Nervous system 

(disease, Huntington's chorea, benzodiazepine peripheral-type receptor 

in brain of human with) 
IT Apnea 

(sleep, benzodiazepine peripheral-type receptor in brain of human with) 
IT 9000-81-1 9012-78-6, Choline acetyltransf erase 
RL: BIOL (Biological study) 

(of brain, in Alzheimer's disease in humans, benzodiazepine 
peripheral-type receptors in relation to) 
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L124 ANSWER 1 OF 28 MEDLINE 

AN 2001132378 MEDLINE j 

DN 21040747 PubMed ID: 11199939 / 
TI Successful treatment of nonanticholinergic delirium with a 

cholinesterase inhibitor. I 
AU Fischer P / 

SO JOURNAL OF CLINICAL PSYCHO PHARMACOLOGY, M20uT^eb) 21 (1) 118. 

Journal code: HUD; 8109496. ISSN: 0271-5)749./ 
CY United States \ / 

DT Letter \ / 

LA English Vy 
FS Priority Journals 
EM 200103 

ED Entered STN: 20010404 

Last Updated on STN: 20010404 

Entered Medline: 20010301 
CT Check Tags: Case Report; Female; Human 
Aged 

^Carbamates: TU, therapeutic use 
*Cholinesterase Inhibitors: TU, therapeutic use 
Delirium: CI, chemically induced 
♦Delirium: DT, drug therapy ^ 
Muscarinic Antagonists: AE, adverse effects 
Scopolamine: AE, adverse effects 
RN 123441-03-2 (rivastigmine) ; 51-34-3 (Scopolamine) 

CN 0 (Carbamates); 0 (Cholinesterase Inhibitors); 0 (Muscarinic Antagonists) 
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AN 2001082826 MEDLINE 
DN 20408154 PubMed ID: 10954066 

TI Occurrence of mirtazapine-induced delirium in organic brain 
disorder . 

AU Bailer U; Fischer P; Kufferle B; Stastny J; Kasper 

CS Department of General Psychiatry, University Hospital of Psychiatry, 

Vienna, Austria.. Ursula . Bailer@akh-wien . ac . at 
SO INTERNATIONAL CLINICAL PSYCHOPHARMACOLOGY, (2000 Cful) 15 (4) 239-43. 

Journal code: ICP. ISSN: 0268-1315. 
CY ENGLAND: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 
FS Priority Journals 
EM 200101 

ED Entered STN: 20010322 

Last Updated on STN: 20010322 
Entered Medline: 20010111 

AB Mirtazapine is the first of a new class of antidepressants, the 
noradrenergic and specific serotonergic antidepressants . Its 
antidepressant effect appears to be related to itsvdual enhancement of 
both noradrenergic neurotransmission and serotonin \-HTl receptor-mediated 
serotonergic neurotransmission. Mirtazapine/ has demonstrated superior 
tolerability to the tricyclic antidepressants, primarrsLy on account of its 
relative absence of anticholinergic, adrenergic and serVtonin-related 
adverse effects. We observed mirtazapine-induced delirium, in one 
organically depressed and two major depressed patients with subclinical 
brain disease. The appearance of hallucinations, psychomotor^ agitation 
and cognitive changes after initiation of mirtazapine, and their prompt 
improvement after drug discontinuation, led to the impression that these 
were drug-induced phenomena. One possible hypothesis for the observed 
deliria is a central increase of norepinephrine after acute 
administration of mirtazapine. Subclinical brain disease might have 
favoured the occurrence of delirium in the three cases. 

CT Check Tags: Case Report; Female; Human; Male 
Aged 

Aged, 80 and over 
* Antidepressive Agents, Tricyclic: AE, adverse effects 
Antidepressive Agents, Tricyclic: TU, therapeutic use 
*Delirium: CI, chemically induced 
Delirium: DI, diagnosis 

Delirium, Dementia, Amnestic, Cognitive Disorders: DI, diagnosis 
*Delirium, Dementia, Amnestic, Cognitive Disorders: DT, drug 
therapy 

Delirium, Dementia, Amnestic, Cognitive Disorders: PX, psychology 

Depression, Involutional: DI, diagnosis 
^Depression, Involutional: DT, drug therapy 

Depression, Involutional: PX, psychology 

Mianserin: AE, adverse effects 
^Mianserin: AA, analogs &. derivatives 

Mianserin: TU, therapeutic use 

Middle Age 

Neuropsychological Tests 
Psychiatric Status Rating Scales 
Risk Factors 

RN 24219-97-4 (Mianserin); 61337-67-5 { 6-azamianserin) 
CN 0 (Antidepressive Agents, Tricyclic) 

x 

L124 ANSWER 3 OF 28 MEDLINE 
AN 1999407110 MEDLINE 
DN 99407110 PubMed ID: 1G 
TI Cerebrometabolic aspect/s of 

dementia. / 
AU Blass J P; Gibson G E ( 
CS Cornell University Medical Coll^ 

SO 



:ium in relationship to 



:ke Medical Research Institute, 
White Plains, NY 10605, \USA. . jfcblass@ma^ .med. Cornell . edu 
DEMENTIA AND GERIATRIC COGNITIVE DISORDERS, (1999 Sep-Oct) 10 
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(5) 335-8. Ref: 10 

Journal code: CTT; 9705200. ISSN: 1420-8008. 
CY Switzerland 

DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW LITERATURE) 
LA English 
FS Priority Journals 
EM 199911 

ED Entered STN: 20000111 

Last Updated on STN: 20000111 
Entered Medline: 19991118 
AB Delirium is associated with decreased cerebral metabolism and 
with cholinergic deficiency. These deficits also occur in 
Alzheimer's disease, the most common form of dementia. The clinical, 
metabolic, and pharmacological similarities between delirium and 
dementia agree with the suggestion that delirium and dementia 
can both be thought of as forms of 'cerebral insufficiency 1 . 
CT Check Tags: Human 

Acetylcholine: ME, metabolism 
* Brain: ME, metabolism 
Cholinergic Agents: TU, therapeutic use 
Delirium: CL, classification ' 
Delirium: DT, drug therapy 
Delirium: ET, etiology 
*Delirium: ME, metabolism 
Dementia: CL, classification 
Dementia: DT, drug therapy 
^Dementia: ME, metabolism 
RN 51-84-3 (Acetylcholine) 
CN 0 (Cholinergic Agents) 

L124 ANSWER 4 OF 28 MEDLINE A 

AN 1999407109 MEDLINE / 

DN 99407109 PubMed ID: 10473933 / 

TI Update on the neuropathogenesis off delirium. 

AU Trzepacz P T J 

CS Department of Ps^chiSrfcxy and Human Behavior, University of Mississippi 

Medical Center, 3|ackson>sMiss . 39216, USA.. ptrzepacz@psychiatry . umsmed. ed 

SO DEMENTIA AND GERIATRIC COGNISE I DISORDERS, (1999 Sep-Oct) 10 

(5) 330-4. Ref: 18 Ni 

Journal code: CTT; 9705200. ISSN-NU20-8008 . 
CY Switzerland / \. 

DT Journal; Article; (JOURNAL ARTICLE) ^-^^ 

General Review; (REVIEW) / 

(REVIEW LITERATURE) \. / 

LA English 
FS Priority Journals 
EM 199911 

ED Entered STN: 20000111 

Last Updated on STN: 20000111 
Entered Medline: 19991118 

AB Delirium has been considered a syndrome of generalized 

dysfunction of higher cortical functions due to its breadth of symptoms 
and associated diffuse slowing on electroencephalogram. Advances in 
neuropsychiatry have revealed differences between brain regions, including 
the hemispheres, which may underlie the constellation of symptoms among 
different psychiatric disorders. For example, different neural pathways 
are involved in major depression and obsessive-compulsive disorder, 
including lateralization to one or the other hemisphere. In this article 
the author proposes that delirium, too, involves particular 
neural pathways and that lateralization to the right may be relevant. 
Structural and functional neuroimaging reports and recent 
neuropsychological studies support this lateralization. Prefrontal 
cortices, anterior and right thalamus, and right basilar mesial 



kwon - 09 / 856352 Page 32 



temporoparietal cortex may play a significant role in subserving 
delirium symptoms and may be the 'final common pathway 1 for 
delirium from a variety of etiologies. The final common pathway 
may be responsible for certain 'core symptoms' (disorientation, cognitive 
deficits, sleep-wake cycle disturbance, disorganized thinking, and 
language abnormalities), while other symptoms (delusions, hallucinations, 
illusions, and affective lability) may occur depending on the etiology 
causing delirium. An imbalance in the cholinergic 

dopaminergic neurotransmitter systems is most conimoniy implicated in 
causing delirium, and could both account for delirium 
symptoms and be consistent with the neuroanat^mical pathways being 
implicated. / 
CT Check Tags: Human / 
Attention: PH, physiology f > \ / 

Behavioral Symptoms: PP, physippatholocpy 
Brain: PA, pathology \ \X 

Brain: PP, physiopathology \^ 
Cholinergic Fibers: PH, physiology \ 
*Delirium: ET, etiology \ 
Delirium: PA, pathology \ 
Delirium: PP, physiopathology \ 
Dopamine: PH, physiology \ 
Neural Pathways: AH, anatomy & histology \ 
Neural Pathways: PP, physiopathology 

Prefrontal Cortex: AH, anatomy & histology 
Prefrontal Cortex: PP, physiopathology 
Thalamus: AH, anatomy & histology 
Thalamus: PP, physiopathology 
RN 51-61-6 (Dopamine) 



L124 ANSWER 5 OF 28 MEDLINE 

AN 1999407107 MEDLINE f 

DN 99407107 PubMed ID: 10473931 / 

TI Do delirium and Alzheimer's dementia share Specific pathogenetic 

mechanisms?. /\ / 

AU Eikelenboom P; Hoogendijk w/ j\ / 

CS Graduate School Neurosciences Amsterdam, /Research Institute Neurosciences 

Vrije Universiteit , Department \f Psychiatry, Valeriuskliniek, Amsterdam, 

The Netherlands. 1 \ / 

SO DEMENTIA AND GERIATRIC COGNITIVE VeSORE)ERS, (1999 Sep-Oct) 10 

(5) 319-24. Ref: 44 ' \ / 

Journal code: CTT; 9705200. ISSN : l\^0-8008. 
CY Switzerland \ X 

DT Journal; Article; (JOURNAL ARTICLE)/ \ 

General Review; (REVIEW) \^/ \ 

(REVIEW LITERATURE) \ 
LA English \ 
FS Priority Journals \ 
EM 199911 

ED Entered STN: 20000111 

Last Updated on STN: 20000111 
Entered Medline: 19991118 

AB Dementia is the most common risk factor for delirium in the 

elderly. Here we will review the evidence that proposed pathogenetic 
mechanisms for delirium (such as reduced cerebral metabolism, 
imbalance of the noradrenergic/cholinergic neurotransmission, 
inflammation, disturbances in neuronal systems which regulate stress and 
the sleep/wake cycle) are also a part of the pathophysiology of 
Alzheimer ! s disease. In particular, the role of inflammatory mechanisms in 
both disorders will be discussed. 

CT Check Tags: Human; Support, Non-U. S. Gov't 
Aged 

^Alzheimer Disease: ET, etiology 
Alzheimer Disease: PP, physiopathology 
*Brain 

Brain : PP , physiopathology 
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*Delirium: ET, etiology 
Delirium : PP , physiopathology 

Inflammation: PP, physiopathology 
Sleep Disorders: ET, etiology 
Sleep Disorders: PP, physiopathology 
Stress: PP, physiopathology 

L124 ANSWER 6 OF 28 MEDLINE 
AN 1999110023 MEDLINE 
DN 99110023 PubMed ID: 9894732 
TI Pathophysiology of delirium. 
AU van der Mast R C 

CS Psychiatric Hospital Amsterdam, The Netherlands. 

SO JOURNAL OF GERIATRIC PSYCHIATRY AND NEUROLOGY, £ 1998 Falll 11 

(3) 138-45; discussion 157-8. Ref: 54 \ 

Journal code: AD5; 8805645. ISSN: 0891-9887. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, ACADEMIC) 
LA English 
FS Priority Journals 
EM 199903 

ED Entered STN: 19990402 

Last Updated on STN: 19990402 
Entered Medline: 19990322 

AB Hypotheses about the pathophysiology of delirium are speculative 

and largely based on animal research. According to the neurotransmitter 
hypothesis, decreased oxidative metabolism in the brain causes cerebral 
dysfunction due to abnormalities of various neurotransmitter systems. 
Reduced cholinergic function, excess release of dopamine, 
norepinephrine, and glutamate, and both decreased and increased 
serotonergic and gamma-aminobutyric acid activity may underlie the 
different symptoms and clinical presentations of delirium. 
According to the inflammatory hypothesis, increased cerebral secretion of 
cytokines due to a wide range of physically stressful events plays an 
important role in the occurrence of delirium. Since cytokines 
can influence the activity of various neurotransmitter systems, these 
mechanisms may interact. Also, more fundamental processes like 
intraneuronal signal transduction, second messenger systems that at the 
same time use neurotransmitters as first messengers and play an important 
role in their synthesis and release, may be disturbed. Furthermore, severe 
illness and physiologic stress may give rise to modification of 
blood-brain barrier permeability, the sick euthyroid syndrome with 
abnormalities of thyroid hormone concentrations, and increased activity of 
the hypothalamic-pituitary-adrenal axis. These circumstances possibly also 
contribute to changes in neurotransmitter synthesis and release of 
cytokines in the brain, and consequently to the occurrence of 
delirium. Elderly patients are more at risk for developing 
delirium, very likely due to age-related cerebral changes in 
stress-regulating neurotransmitter and intracellular signal transduction 
systems. This paper will expand upon these current theories and discuss 
their applicability to research and clinical work with elderly patients 
suffering from delirium. 
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TI Occurrence of/trazodone-induced delirium. 
AU Lennkh C; Fischer P; Kufferle B; Kasper S 
CS Department 7 6T~~(ienerar~^sychiatry, University Hospital of Psychiatry, 
Vienna, Austria. 

SO INTERNATIONAL CLINICAL PSYCHO PHARMACOLOGY, -BASILS ep) 13 (5) 225-8. 

Journal code: ICP; 8609061. ISSN: 0268-1315. \ %Sw 
CY ENGLAND: United Kingdom 

DT Journal; Article; (JOURNAL ARTICLE) \ 
LA English \ 
FS Priority Journals \ 
EM 199901 \ 
ED Entered STN: 19990216 \ 
Last Updated on STN: 19990216 \ 
Entered Medline: 19990129 \ 
AB Trazodone, a triazolepyridine derivate, is both chemically and 

pharmacologically distinct from other serotonin reuptake\ inhibitors and 
possesses antidepressant, anxiolytic and hypnotic activity. We observed 
trazodone-induced delirium in three depressed patients whq also 
suffered from preexisting organic cerebral lesions (two cases) or 
thyroideal dysfunction (one case) . The appearance of hallucinations, 
psychomotoric agitation, and cognitive changes after initiation of 
trazodone therapy and their prompt cessation after drug discontinuation 
led to the impression that these were drug-induced phenomena. One possible 
hypothesis for the observed deliria is an oversensitivity to^the 
effect of meta-chlorphenylpiperazine, which is a metabolite of trazodone 
with specific 5-HT agonistic properties. 
CT Check Tags: Case Report; Female; Human j 
Adult J 
* Antidepressive Agents, Second-Generation: AE, adverse effects 
Antidepressive Agents, Second-Generation: TU, therapeutic use 
Bipolar Disorder: CO, complications j 
Bipolar Disorder: DT, drug therapy / 
Bipolar Disorder: PX, psychology 
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tacrine for Alzheimer's dementia. 
AU Trzepacz P T; Ho V; Mallavarapu H 

CS University of Pittsburgh School of Medicine, Western Psychiatric Institute 

and Clinic, PA 15213, USA. 
SO PSYCHOSOMATICS, (1996 May-Jun) 37 (3) 299-301. 
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DT Journal; Article; (JOURNAL ARTICLE) 
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TI Acetylcholine and hallucinations: disease-related compared to drug-induced 

alterations in human consciousness. 
AU Perry E K; Perry R H 

CS MRC Neurochemical Pathology Unit, Newcastle General Hospital, Newcastle 

upon Tyne, United Kingdom. 
SO BRAIN AND COGNITION, (1995 Aug) 28 (3) 240-58. Ref: 65 
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AB Newly proposed criteVia for Lewy body dementia include alterations in 

consciousness. Lewy uody dementia is also associated with a disturbance in 

cholinergic transmission; neocortical cholinergic 

deficits in this disorder are more extensive than in Alzheimer's disease 
and are correlated with ^symptoms commonly associated with delirium 
, such as visual hallucinations . The traditional, view that derangements of 
the basal forebrain cholinergic system in Alzheimer's disease 
relate specifically to memoVy impairment^i-s^assessed in terms of a more 
general role for cortical acetylcholine in consciousness. This extends the 
concept that cortical acet^d^he-3rLne~ enhances neuronal signal to noise 
ratio. It is suga^eeted^tTTa^muscarinic receptor activation in the cortex 
is involved in Confining the contents of the discrete self-reported 
conscious "stream>^In the absence of cortical acetylcholine, currently 
irrelevant intrinsic^and sensory \inf ormation, which is constantly 
processed in parallel at -the subconscious level, enters conscious 
awareness. This is consisteht^withNthe ability of anti-muscarinic drugs 
administered medically, recreati"ona\ly, or ritualistically to induce 
visual hallucinations and other perceptual disturbances. The hypothesis is 
explored through comparisons between muscarinic and nicotinic receptor 
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psychopharmacology and between the pathology of the basal forebrain as 

opposed to pedunculopontine cholinergic systems in different 

diseases of the human brain affecting consciousness and cognition. The 

paradoxical effects of muscarinic receptor blockade to induce 

hallucinations and of REM sleep-associated cholinergic 

activation of the thalamus to induce dreaming may be related to the 

differential distribution and activity of muscarinic receptor, subtypes or 

to the differing responses of intrinsic GABA neurons in cortex and 

thalamus. 
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TI Neuropsychological test performance and affect in myasthenia gravis. 
AU Bartel P R; Lotz B P 

CS Department of Neurology, University of Pretoria, South Africa. 
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AB Neuropsychological test performance, including memory, and affect were 

investigated in 16 patients with myasthenia gravis (MG) and in a matched 
control group. Clinical electroencephalograms (EEGs) were recorded from MG 
patients. Cognitive measures included the Randt Memory Test and a number 
of tests from the computerized Neurobehavioral Evaluation Battery which 
included a test of motor speed. Affect was assessed by means of an anxiety 
questionnaire (IPAT) and a computer based questionnaire similar to the 
Profile of Mood States (POMS) . There were no significant intergroup 
differences in memory performance and only an isolated significant finding 
in a timed measure in symbol-digit comparison. The MG group revealed 
significantly reduced finger tapping. Significantly higher levels of 
anxiety, tension, anger, fatigue and confusion were associated with the MG 
group. Abnormal EEGs occurred in 35% of the MG patients, mostly 
mid-moderate diffuse slowing, but in one case epileptogenic activity was 
present. The failure to confirm memory deficits in this study appeared not 
to be related to age or whether patients had generalized or ocular MG. 
Medication was suggested as a possible factor. These, and other variables, 
need to be evaluated in further studies. 

CT Check Tags: Female; Human; Male 
Adult 

^Affective Symptoms: DI, diagnosis 
Affective Symptoms: PP, physiopathology 



kwon - 09 / 856352 Page 37 

Affective Symptoms: PX, psychology 
Aged 

Anxiety: DI, diagnosis 
Anxiety: PP, physiopathology 
Anxiety: PX, psychology 

Cerebral Cortex: PP, physiopathology 
Cholinergic Fibers : PH , physiology 
♦Delirium, Dementia, Amnestic, Cognitive Disorders: DI, diagnosis 
Delirium, Dementia, Amnestic, Cognitive Disorders: PP, 
physiopathology 

Delirium, Dementia, \ Ailtnes tic, Cognitive Disorders: PX, psychology 

Elect roencephalographyX^ 

Middle Age s 
^Myasthenia Gravis: DI, diagnosis 

Myasthenia Gravis: PP, physiopathology 

Myasthenia Gravis: PX, psychology 
^Neuropsychological Tests 

Psychomotor Performance: PH, physiology 

Reaction Time: PH, physiology 

Recall: PH, physiology 
j 

L124 ANSWER 11 OF 28 j MEDLINE 
AN 95314724 MEDLINE 
DN 95314724 PubMed ID: 7794477 

TI Clomipramine treatment of paraphilias in elderly demented patients. 
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AB Sexually inappropriate conduct often accompanies the disinhibition 

associated with dementia and neuropsychologic deficits. Management of 
these behaviors is' problematic and time consuming. We report two cases in 
which paraphilias (responded £o treatment with clomipramine. This effect 
was not due to the\ sexual side, effects of the drug (e.g., decreased 
ability to sustain Van erection\or orgasm) . Careful monitoring of the 
elderly patient is required during treatment with clomipramine, 
particularly with regard to orthostasis, the increased risk of falls, and 
worsened confusion secondary to t^he potential risks of 
anticholinergic delirium and toxicity. 
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rats born to alcohol-dependent mothers. 

Janiri L; Gobbi G; Persico A M; Santarelli M; Minciacchi D; Tempesta E 
Department of Psychiatry, Faculty of Medicine, Catholic University, Rome, 
Italy. . 
ALCOHOL AND ALCOHOLISM, (1994 Sep) 12 9 (5) 611-9. 
Journal code : . AAL; 8310684. ISSN: 0735-0414. 
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Journal; Article; (JOURNAL ARTICLE) 
English / 
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Last Updated on STN: 19950217 
Entered Medline: 19950209 
Alcohol is known to be a CNS teratogenic factor interfering with neuronal 
and synaptic maturation. The purpose of this microiontophoretic study was 
to explore GABAergic and cholinergic central mechanisms in adult 
rats exposed to alcohol in the thjird phase of prenatal life (ADM) , when 
their mothers were subjected to alcohol physical dependence. induction (9.6 
g/kg/day) . Responses to acetylcholine and GABA were recorded in frontal 
and somatosensory cortical neurons. Adult rats, whose mothers had been 
administered placebo with identical procedures, were used as a control 
(C) . Cholinergic responses were significantly decreased and 
GABAergic responses increased in ADM animals with respect to controls. 
After a single i.p. alcohol injection (1.6 g/kg) spontaneous firing was 
depressed in ADM animals to a lesser extent than in C rats. 
Cholinergic excitations were reduced in C group and potentiated 
with reversal of atropine antagonism in ADM animals. GABAergic inhibitions 
were slightly increased and bicuculline antagonism was blocked in C rats, 
while ADM anirrtaSL^s showed decreased responses to GABA. The present results 
support the hyperactivity of GABAergic system and the hypoactivity of 
cholinergic system imported in previous studies on prenatally and 
postnatally alcohol-exposed animals. Microiontophoretic results following 
ethanol injection led us the hypothesis that a rapid tolerance/dependence 
may develop in the offspring of alcohol-dependent rats. 
Check Tags: Animal; Female;\§upport , Non-U. S. Gov't 
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TI [ Physiopathology of acute alcoholic intoxication and alcoholic 
withdrawal] . 

Physiopathologie de 1 1 alcoolisation aigue et du sevrage alcoolique. 
AU Paille F; Gillet C; Pirollet P 
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AB Ethanol blood levels are the result of alcohol absorption and the process 
of its distribution, metabolism and excretion. Kinetics are complex and 
not yet well known. They can be influenced by acquired factors (type of 
alcohol ingested, association with fasting or eating, induction or 
inhibition of ethanol metabolism) or by genetically determined differences 
in the activity of alcohol and of acetaldehyde dehydrogenase. The presence 
of ethanol in the organism leads to various consequences. On the one hand, 
hydropic changes on membranes modify their function and thus that of 
membrane proteins (particularly receptors); on the other, ethanol can 
affect neurotransmitter metabolism. Such modification of the major 
neurotransmitter systems (cholinergic, aminergic and GABA) in 
some cerebral regions explains the pharmacologic consequences of acute 
alcohol ingestion. In chronic alcohol dependence, adaptation phenomena 
occur, in both the membranes (increased rigidity) and the neurotransmitter 
systems. They are reflected by the hyperexcitability (catecholaminergic 
hyperactivity and GABA hypoactivity ) observed after disappearance of the 
tranquilizing effect of ethanol and are clinically expressed by the 
withdrawal syndrome. 

CT Check Tags: Human 
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Le "basal forebrain". Neuroanatomo-physiologie et applications 

neurologiques . 
AU Donnet A 
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AB The Basal Forebrain region comprises the heterogeneous set of 

telencephalic structures on. the medial and ventral aspects of the cerebral 
hemisphere. Basal Forebrain structures include the septal areas, olfactory 
tubercule, substantia innominata, and parts of the amygdala. The basal 
forebrain region is the site of a system of cholinergic neurons 
projecting to the entire cortical surface. The Basal Forebrain is a site 
of convergence of sleep and thermoregulatory functions. Portions of the 
basal forebrain play prominent roles in the control of the body 
temperature. The medial preoptic/anterior hypothalamic areas have both 
thermosensiting and thermointegrating functions. Cholinergic 
neurons intrinsic to the Basal Forebrain play a fundamental role in sleep 
onset and maintenance. Neurons of the nucleus basalis of Meynert undergo a 
profound degeneration in patients with Alzheimer's disease and provide a 
pathological substrate of the cholinergic deficiency in their 
brain. Behavior changes and amnesic syndrome may complicate surgery for 
ruptured anterior communicating artery aneurysms. Disruption of the blood 
supply through the perforating branches of the anterior communicating 
artery may probably cause the amnesic syndrome. 
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AB Normal function of the central nervous system (CNS) requires intact 

morphology as well as neurotransmission. Diseases of the CNS can become 
manifest as a sensorimotor deficit or psychic alteration, or both. When 
observing neuropsychiatric diseases, interaction of different transmitter 
systems is obvious. Thus, an increase or a decrease of transmitter systems 
affect each other. Mechanisms of compensation can also lead to alterations 
in transmitter systems not involved in the pathological process. 
Parkinson's disease, hyperkinetic movement disorders like ballism and 
Huntington f s chorea, epilepsy and anxiety will be used in this paper as 
examples of the synergistic action of dopaminergic, peptidergic, 
glutamatergic, GABAergic and cholinergic neurotransmission. With 
our knowledge of the functional balance of transmitter systems in the CNS, 
various pharmacological strategies have been available to intervene in the 
pathophysiological process. The excitatory or inhibitory quality of the 
transmitter systems must be considered if such strategies are to be 
employed. On the other hand, a functional balance between two or more 
transmitter systems may cause a contrary therapeutic intervention on the 
opposite side of the balance. 
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TI The cellular basis of delirium and its relevance to age-related 

disorders including Alzheimer's disease. 
AU Gibson G E; Blass J P; Huang H M; Freeman G B 

CS Cornell University Medical College, Burke Medical Research Institute, 
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AB A wide variety of conditions lead to delirium (i.e., metabolic 

encephalopathies) in human beings and animals. Despite the varied etiology 
the clinical consequences are relatively stereotyped which suggests that 
the diverse insults that cause delirium may act by common 
metabolic and cellular "final pathways." Related molecular and cellular 
mechanisms may be involved in aging and Alzheimer's disease, conditions 
that predispose to the development of delirium. Animal models of 
delirium better reflect age-related disorders such as Alzheimer's 
disease than those that impair a single neurotransmitter system such as 
the cholinergic system; the metabolic encephalopathies produce 
global cognitive disturbance, which is more typical of these disorders. 
Thus, research related to delirium has far-reaching implications 
for normal and abnormal brain function. 
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AB Delirium is often considered a global and nonspecific alteration 
in cerebral function. However, the recent clinical evidence for 
heterogeneity within the syndrome of delirium suggests that 
different systems of the brain may be important in different kinds of 
delirium. Some forms of delirium, such as 

anticholinergic toxicity and hepatic encephalopathy, may be caused 

by drugs or toxins acting on specific brain neurochemical systems. The 

neurophysiological bases of the control of normal arousal and attention 

are still relatively poorly understood. However, the recent appreciation 

of the existence of neurotransmitter-specif ic projections from the 

hypothalamus and brain stem directly to the cerebral cortex has spurred 

new research. Some of these projections may be important in particular 

kinds of delirium; for instance, evidence from a number of 

different lines of research implicates GABA systems in the brain as being 

important in the delirium of hepatic encephalopathy. 

Cholinergic neurons in the basal forebrain and pons innervate the 

cerebral cortex. Both of these neurons, but particularly the pontine 

group, may be important in the delirium of 

anticholinergic toxicity. Thus, more research on the physiology of 
these systems in normal sleep and arousal, as well as in 

pathophysiological states, is indicated. Little is known about changes in 
these systems with aging. The well-known degeneration in 
cholinergic systems in Alzheimer's disease, and the sensitivity of 
individuals with Alzheimer's disease to anticholinergic 
toxicity, suggest a role of central cholinergic systems in 
anticholinergic delirium in demented patients. Further 
research into the involvement of the other systems in aging and 
delirium apparently would be fruitful. 
CT Check Tags: Animal; Human; Support, Non-U. S. Gov't; Support, U.S. Gov't, 
P.H.S. 



kwon - 09 / 856352 Page 43 



Aged 
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TI Delirium: phenomenology and diagnosis — a neurobiologic view. 
AU Blass J P; Nolan K A; Black R S; Kurita A 

CS Altschul Laboratory for Dementia Research, Cornell University Medical 
College, Burke Rehabilitation Center, White Plains, New York. 

SO INTERNATIONAL PSYCHOGERIATRICS, (1991 Winter) 3 (2) 121-34. 
Ref: 25 

Journal code: A6B; 9007918. ISSN: 1041-6102. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, TUTORIAL) 
LA English 
FS Priority Journals 
EM 199206 

ED Entered STN: 19920619 

Last Updated on STN: 20000303 
Entered Medline: 19920610 

AB "Delirium" is a reversible confusional state. It results from 

widespread but reversible interference with the function of cortical 
neurons, as documented by diffuse slowing on EEG and decreases in cerebral 
metabolic rate. Delirium can be due to impairments in neuronal 
metabolism, in neurotransmission (notably cholinergic) , or in 
input from subcortical structures. Engel and Romano (1959) formulated 
delirium and dementia as the two poles of a spectrum of "cerebral 
insufficiency, " with delirium resulting from reversible 

functional impairment and dementia from irreversible anatomic damage. So 
many disorders can precipitate delirium that the differential 
diagnosis tests every facet of one's knowledge of medicine. With aging, 
both normative changes in the brain and the increasing incidence of brain 
diseases predispose to the development of delirium. The brain 
damage responsible for a dementia can sensitize to the development of a 
superimposed delirium. 
CT Check Tags: Human 
Aged 
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Brain Damage, Chronic: DI, diagnosis 
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Side effects of ranitidine. 

Vial T; Goubier C; Bergeret A; Cabrera F; Evreux J C; Descotes J 
Service de Pharmaco-Toxicovigilance, Hopital Edouard Herriot, Lyon, 
France . 



SO DRUG SAFETY, (1991 Mar-Apr) 6 (2) 94-117. Ref: 273 

Journal code: AHQ; 9002928. ISSN: 0114-5916. 
CY New Zealand 

DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, ACADEMIC) 
LA English 
FS Priority Journals 
EM 199107 

ED Entered STN: 19910802 

Last Updated on STN: 19910802 
Entered Medline: 19910717 

AB Ranitidine was first marketed in 1981; since then many patients have been 
treated such that much experience has been accumulated on the safety of 
this histamine H2-receptor antagonist in the treatment of gastroduodenal 
disease. A wide array of ranitidine-associated side effects has been 
described, but infrequently. As so much information is now available, the 
aim of this review is to assess the weight of evidence for a causal link 
between ranitidine and the reported side effects. Overall, ranitidine is 
well tolerated. The incidence of general side effects at less than 2% is 
very similar to placebo. Headaches, tiredness, dizziness and mild 
gastrointestinal disturbance (e.g. diarrhoea, constipation and nausea) are 
among the most frequent complaints, but have very seldom resulted in 
stopping treatment. Cardiovascular side effects are extremely rare and 
unpredictable with the usual doses of oral ranitidine (at most 1 in 1 
million patients) . They mostly comprise sinusal bradycardia and 
atrioventricular blockade, especially after rapid intravenous 
administration, receding after cessation of the drug. Clinical studies, 
however, have not shown a significant pharmacological effect of ranitidine 
on the cardiovascular system via H2-receptors, even though individual 
sensitivities cannot be ruled out in a few isolated reports. Ranitidine is 
unlikely to be directly hepatotoxic: a transient change in liver function 
tests has been noted in only 1 in 100 to 1 in 1000 patients. Several cases 
of mixed hepatitis have been reported, but very few were fully documented. 
The incidence of ranitidine-associated acute hepatitis has been estimated 
to be less than 1 in 100,000 patients. Neuropsychiatric complications may 
be less common and clinically quite similar to those reported with 
cimetidine, i.e. confusion, disorientation, hallucinations, 
delirium. These side effects have occurred especially in 
critically ill and multiple-therapy patients, or patients with chronic 
renal or hepatic failure, so that the direct causal link with ranitidine 
treatment was often difficult to ascertain. Even though an 
H2-receptor-mediated effect is an attractive hypothesis (since similar 
complications were noted with other H2-receptor antagonists), other 
mechanisms have been suggested to play a role, e.g. cholinergic 
or histaminic effects. The overall incidence of neuropsychiatric 
complications is probably markedly less than 1%. White cell injury (i.e. 
■ agranulocytosis) appears to be the most frequent haematological 
complication, even though case reports are very few and poorly 
documented. (ABSTRACT TRUNCATED AT 400 WORDS) 

CT Check Tags: Human 

Blood Cells: DE, drug effects 
Cardiovascular System: DE, drug effects 

Central Nervous System: DE, drug effects 
Drug Interactions 

Endocrine Glands: DE, drug effects 
* Ranitidine: AE, adverse effects 
RN 66357-35-5 (Ranitidine) 
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TI Cerebral hemodynamic and metabolic effects of chronic alcoholism. 
AU Lotfi J; Meyer J S 

CS Cerebral Blood Flow Laboratory, VAMC, Houston, Texas. 
SO CEREBROVASCULAR AND BRAIN METABOLISM REVIEWS, (1989 Spring) 1 
(1) 2-25. Ref: 178 

Journal code: AVC; 8910172. ISSN: 1040-8827. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, ACADEMIC) 
LA English 
FS Priority Journals 
EM 199009 

ED Entered STN: 19901026 

Last Updated on STN: 19980206 
Entered Medline: 19900925 

AB The nervous system is particularly susceptible to the harmful effects of 
alcohol. These include Wernicke-Korsakoff syndrome, which is related to 
thiamine deficiency secondary to chronic alcohol abuse. Other neurotoxic 
effects of alcohol with cognitive impairments include delirium 
tremens, alcoholic seizures or "rum fits," and alcoholic neuropathies. It 
has become recognized in recent years that alcohol and its metabolites 
directly damage the nervous system even in the absence of nutritional 
deficiencies. Cerebral blood flow (CBF) measurements provide a noninvasive, 
indirect monitor of cerebral metabolic activity. It has been shown 
conclusively that CBF measured by the 133Xe inhalation method is decreased 
in chronic alcoholism, correlating well with the amount of alcohol 
consumed. With abstinence, CBF returns toward normal levels provided the 
neurotoxic effects of chronic alcoholism are of recent onset. Clinical and 
pathological studies show significant loss of brain volume with 
ventricular dilatation after alcohol abuse even among young "social" 
drinkers. This toxic effect of alcohol is accompanied by varying degrees 
of cognitive impairments ranging from slight memory loss to frank 
dementia. Both the decrease in brain volume and the cognitive impairments, 
which occur with or without nutritional deficiency, are to a large extent 
reversible with abstinence and nutritional supplementation. Alcohol 
appears to accelerate age-related declines in CBF while nutritional 
deficiencies enhance the neurotoxic effects of alcohol. Measurements of 
local CBF (LCBF) and partition coefficients (L lambda) in deep cerebral 
structures, including the hypothalamus, thalamus, forebrain nuclei, and 
limbic system, can be achieved utilizing three-dimensional methods after 
inhalation of stable xenon as a contrast medium combined with serial 
computed tomographic imaging of the brain. Among chronic alcoholics, there 
are significant and diffuse reductions in cortical and subcortical gray 
matter CBF that are especially remarkable in hypothalamus and substantia 
innominata, which includes the nucleus basalis of Meynert, a major source 
of cholinergic input to neocortex and hippocampus. Reductions in 
LCBF are measurable in cognitively impaired patients with and without 
Wernicke-Korsakoff syndrome. Reductions of CBF include white matter and 
are more severe in patients with Wernicke-Korsakoff syndrome. Both types 
of encephalopathy improve with treatment, but recovery is usually more 
rapid and complete if nutritional deficiency is absent. Alcohol also 
appears to be a risk factor for stroke, possibly by depleting neuronal 
reserves and unfavorably influencing cardiovascular risks. 
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TI Absence of central functional cholinergic deficits in myasthenia 
gravis . 

AU Lewis S W; Ron M A; Newsom-Davis J 
CS Institute of Psychiatry, London, UK. 

SO JOURNAL OF NEUROLOGY, NEUROSURGERY AND PSYCHIATRY, (1989 Feb) 52 
(2) 258-61. 

Journal code: JBB; 2985191R. ISSN: 0022-3050. 
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DT Journal; Article; (JOURNAL ARTICLE) 
LA English 
FS Priority Journals 
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ED Entered STN: 19900306 

Last Updated on STN: 19980206 
Entered Medline: 19890515 

AB Sporadic reports have suggested central involvement in myasthenia gravis, 
a disorder in which there is an antibody-mediated loss of peripheral 
nicotinic acetylcholine receptors. Five patients with symptomatic 
myasthenia gravis performed an auditory vigilance test of ability to 
direct and sustain attention, presumed to reflect central 
cholinergic function. No deficits were found, either in comparison 
with the same subject's performance when muscle strength had improved 
after plasma exchange, or compared with that of healthy controls. The 
results thus failed to substantiate reports of functionally significant 
central cholinergic deficits in myasthenia gravis. 
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TI [Anticholinergic delirium. Adverse effect in treatment 
with tricyclic antidepressive agents] . 

Antikolinergt delir. Bivirkning ved behandling med tris'ykliske 
antidepressiva . 
AU Seier L; Solheim D M 

SO TIDSSKRIFT FOR DEN NORSKE LAEGEFORENING, (1987 Apr 10) 107 
(10-11) 945-6, 944. 

Journal code: VRV; 0413423. ISSN: 0029-2001. 
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TI [Effects of synthetic neuropeptides in psycho-organic brain syndrome. 

Results with ACTH4-10 and ACTH4-9-analog (author's transl)]. 

Wirkungen synthetischer Neuropeptide auf die hirnorganische 

Leistungsinsuf f izienz . Ergebnisse der Anwendung von ACTH4-10 und des 

ACTH4-9-Analogon. 
AU Schneider E; Jacobi P; van Riezen H; Voerman J W; Fischer P A 
SO PHARMACOPS YCH I ATRIA, (1981 Sep) 14 (5) 155-9. 

Journal code: P47; 8103699. ISSN: 0720-4280. 
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FS Priority Journals 
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AB The effects of ACTH4-10 (Org 0163) and of the ACTH4-9 analog (Org 2766) 
were tested in 20 male patients suffering from a mild to moderate 
cerebroorganic impairment. Patients were aged between 51-72 years (mean 
60.9). Org 2766 was given in dosages of 0.05 mg, 0.5 mg and 5 mg, Org 0163 
in a dosage of 30 mg. The investigation was based on a randomized 
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incomplete crossover design. By means of psychological tests the effects 
of the synthetic neuropeptides on memory, state of well-being, attention, 
vigilance and psychomotor function were investigated. The statistical 
analysis of the results did not reveal any effects of both substances on 
the functions tested. These results are in agreement with those of other 
studies in man using similar methods and acute administration of ACTH4-10 
and/or Org 2766. In such studies only effects of reactive inhibition of 
attention and motivation could be demonstrated consistently. 
CT Check Tags: Human; Male 
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TI Angel ! s Trumpet psychosis: a central nervous system 
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AB The authors warn physicians that intoxication by Angel's Trumpet (Datura 
sauveolens) is becoming more frequent due to its use by adolescents and 
young adults as a legal, readily available hallucinogen. Ingestion of 
Angel's Trumpet flowers or a tea brewed from them results in an 
alkaloid-induced central nervous system anticholinergic syndrome 
characterized by symptoms such as fever, delirium, 

hallucinations, agitation, and persistent memory disturbances. Severe 
intoxication may cause flaccid paralysis, convulsions, and death. 
Treatment with intravenous physostigmine reverses the toxic effects of 
Angel 1 s Trumpet . 
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TI Donepezil improves symptoms of delirium in dementia: implications for 

future research. 
AU Wengel S P; Roccaforte W H; Burke W J 

CS Department of Psychiatry, University of Nebraska Medical Center, Omaha 
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AB Deliri um is a^j^cjn mon^pmplication of dem^ jxLia--.and may produce considerable 
morbidity: fnaddition to psychotic symptoms such as hallucinations and 
delusions, delirium may produce considerable agitation, which may be 
refractory to conventional medications such as antipsychotics and 
benzodiazepines. The main approach to delirium is to treat any underlying 
medical problem that could cause the delirium. However, delirium is not 
always reversible, and there is no specific treatment for persistent 
delirium. The authorsvpresent a case of delirium complicating a 
preexistin g dementi a t h at., rjsa ly e ci _ r ap id I y f ol lowing initiation of the 
c h olju^esjee-s a sj3_i nh i pi'for donep^e^il^^ suggesting that cholinergic 
/ dys£1on^tion\ may h a ve~~pTayeda role in ^^e*~e1:roTo"gy w ^r^Fhis paTxent ' s 
-^g-rTr^iSm^Fu^xe.^res^ nee9s"~to S^'cirrec't'e'd^at the issue of 
cholinergic activity iTT^eTfrium through monitoring of serum 
anticholinergic activity and its response to 
procholinergic therapy. 
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AB Poisoning with tropine alkaloids from cultivated plants and 

pharmaceuticals is an uncommon cause of delirium and coma. We report a 
patient with a toxic delirium following ingestion of the tropine 
alkaloid-containing root of Datura innoxia. Thin-layer chromatography and 
gas chromatography/mass spectrometry confirmed the presence of atropine 
and scopolamine in samples of the ingested root. Routine clinical toxin 
screens may not include an assay for tropine alkaloids. A specific tropine 
alkaloid assay may provide supporting evidence. The clinical, 
electroencephalograph^, and therapeutic aspects of 
anticholinergic poisoning are discussed.* 
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AB This is a case presentation of acute delirium in a previousl^Jg^ 

It was originally discussed during Mo'rbidit ~^ancT Wor'taTi t y Conference at 

The George Washington, Georgetown Residency Program in Emergency Medicine, 

December 1989. 
CT Check Tags: Case Report; Human; Male 
Adult 

*Amitriptyline : AA, analogs & derivatives 
Amitriptyline : PO, poisoning 
♦Delirium: CI, chemically induced 
Delirium: DI , diagnosis 
Delirium: DT, drug therapy 
*Muscle Relaxants, Central: PO, poisoning 

Physostigmine: TU, therapeutic use 
^Psychomotor Agitation: CI, chemically induced 
Psychomotor Agitation: DT,.drug therapy 
Sports 

RN 303-53-7 (cyclobenzaprine) ; 50-48-6 (Amitriptyline); 57-47-6 

(Physostigmine) 
CN 0 (Muscle Relaxants, Central) 

L134 ANSWER 5 OF 15 MEDLINE 

AN 85289058 MEDLINE 

DN 85289058 PubMed ID: 4030706 

TI Partial resolution of ranitidine-associated delirium with physostigmine: 

case report. 
AU Goff D C; Garber H J; Jenike M A 

SO JOURNAL OF CLINICAL PSYCHIATRY, (1985 Sep) 46 (9) 400-1. 

Journal code: HIC; 7801243. ISSN: 0160-6689. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 198510 

ED Entered STN: 19900320 

Last Updated on STN: 19900320 
Entered Medline: 19851009 



AB 



CT 



RN 
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A healthy 25-year-old woman experienced probable^jsatol^ 

confusion that partially resolved with intravenous physLOSyCigminel "The only 
known prior report of confusion associated with this relatively new agent 
was in a severely ill 86-year-old woman. Clinicians should' be alert for 
mental status changes with ranitidine and consider a trial of 
physostigmine when indicated. 
Check Tags: Case Report; Female; Human 
Adult 

*Delirium: CI, chemically induced 
Delirium: DT, drug therapy 

Infusions, Parenteral 

Physostigmine: AD, administration & 
* Physostigmine: TU, therapeutic use 

^Ranitidine: AE, adverse effects 

57-47-6 (Physostigmine); 66357-35-5 (Ranitidine) 




dosage 



L134 ANSWER 6 OF 15 MEDLINE 

AN 84087750 MEDLINE 

DN 84087750 PubMed ID: 6654839 

TI Continuous infusion of physostigmine in anticholinergic 

delirium: case report. 
AU Stern T A 

SO JOURNAL OF CLINICAL PSYCHIATRY, (1983 Dec) 44 (12) 463-4. 

Journal code: HIC; 7801243. ISSN: 0160-6689. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 198402 

ED Entered STN: 19900319 

Last Updated on STN: 19900319 
Entered Medline: 19840220 

AB A continuous intravenous infusion of physostigmine was successfully used 
in the management of a case of anticholinergic poisoning. In 
selected patients, intravenous physostigmine can be a safe and specific 
means of reversing the signs and symptoms of anticholinergic 
toxicity. 

CT Check Tags: Case Report; Female; Human 
Adult 

Amitriptyline : PO, poisoning 
Benztropine: AA, analogs & derivatives 
Benztropine: PO, poisoning 

Delirium: CI, chemically induced 
*Delirium: DT, drug therapy 
Infusions, Parenteral 
* Parasympatholytics : PO, poisoning 

* Physostigmine: AD, administration & dosage 
RN 132-17-2 (benzatropine methanesulf onate) ; 50-48-6 (Amitriptyline); 57-47-6 

(Physostigmine); 86-13-5 (Benztropine) 
CN 0 (Parasympatholytics) 

L134 ANSWER 7 OF 15 MEDLINE 

AN 84054897 MEDLINE 

DN 84054897 PubMed ID: 6640457 

TI Prolonged delirium without anticholinergic signs following 

amitriptyline overdose. 
AU Gomolin I H; Melmed C A 

SO CANADIAN MEDICAL ASSOCIATION JOURNAL, (1983 Dec 1) 129 (11) 
1203-4. 

Journal code: CKW; 0414110. ISSN: 0008-4409. 
( CY Canada 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Abridged Index Medicus Journals; Priority Journals 
EM 198401 

ED Entered STN: 19900319 
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Last Updated on STN: 19900319 
Entered Medline: 19840107 
AB In a case of acute intoxication with a tricyclic antidepressant 

(amitriptyline) delirium was prolonged without there being prominent 
peripheral anticholinergic or electrocardiographic signs. 
Administration of physostigmine, repeated when necessary, reversed the 
delirium. 

CT Check Tags: Case Report; Female; Human 
Amitriptyline: BL, blood 
* Amitriptyline : PO, poisoning 

*Delirium: CI, chemically induced 
Delirium: DT, drug therapy 
Delirium: PP, physiopathology 
Depression: DT, drug therapy 
Nortriptyline: BL, blood 
Parasympatholytics 

Physostigmine: TU, therapeutic use 
Sympathetic Nervous System: PP, physiopathology 
RN 50-48-6 (Amitriptyline); 57-47-6 (Physostigmine); 72-69-5 (Nortriptyline) 
CN 0 (Parasympatholytics) 

L134 ANSWER 8 OF 15 MEDLINE 

AN 83020106 MEDLINE 

DN 83020106 PubMed ID: 7124991 

TI Delirium induced by poisoning with anticholinergic agents. 
AU Brizer D A; Manning D W 

SO AMERICAN JOURNAL OF PSYCHIATRY, (1982 Oct) 139 (10) 1343-4. 

Journal code: 3VG; 0370512. ISSN: 0002-953X. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Abridged Index Medicus Journals; Priority Journals 
EM 198212 

ED Entered STN: 19900317 

Last Updated on STN: 19900317 . 

Entered Medline: 19821202 
AB The authors report that anticholinergic poisoning may be 

increasing in frequency and present two such cases. They recommend the use 

of the physostigmine test and special laboratory requests for toxicologic 

screens as aids to the diagnosis. 
CT Check Tags: Case Report; Human; Male 
Adult 

* Atropine: PO, poisoning 
Belladonna Alkaloids: PO, poisoning 

*Delirium: CI, chemically induced 
Middle Age 

Physostigmine: DU, diagnostic use 
^Scopolamine: PO, poisoning 
RN 51-34-3 (Scopolamine); 51-55-8 (Atropine); 57-47-6 (Physostigmine) 
CN 0 (Belladonna Alkaloids) 

L134 ANSWER 9 OF 15 MEDLINE 

AN 82012410 MEDLINE 

DN 82012410 PubMed ID: 6116042 

TI Association of postoperative delirium with raisedse^jam^Jcejie^s^p^^ 

anticholinergic drugs . - 
AU ?trn , e^ir-B?--©a^ A; Gardner T J; Folstein M F; Coyle J T 

SO LANCET, (1981. Sep 26) 2 (8248) 651-3. 

Journal code: LOS; 2985213R. ISSN: 0140-6736. 
CY ENGLAND: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Abridged Index Medicus Journals; Priority Journals 
EM 198111 

ED Entered STN: 19900316 

Last Updated on STN: 19980206 
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Entered Medline: 19811122 

AB Drugs with anticholinegic effects are often used in surgical procedures 
and may impair higher cognitive functions and produce delirious states. 
This prospective study examined the relation between serum levels of 
anticholinergic drugs, measured by a radioreceptor assay, and the 
development of delirium in patients undergoing cardiac surgery. Most 
patients who had postoperative delirium had high serum level's of 
anticholinergic drugs, whereas_jthose who remained! cognitively 
intact had low levels; and~~impairment in cortical function correlated with 
serum levels of .anticholinergic drugs (p less than 0.001). 
Raised serum levels of drugs with anticholinergic effects may 
contribute to the development of delirium, and to the increase in risk of 
morbidity foilowing cardiac surgery. 

CT Check Tags: Female; Human; Male; Support, Non-U. S. Gov ! t; Support, U.S. 
Gov't, Non-P.H.S. 
Adult 
Aged 

*Cardiac Surgical Procedures 
Cardiac Surgical Procedures: MO, mortality 
Cognition: DE, drug effects 
* Delirium: CI, chemically induced 
Delirium: DT, drug therapy 
Middle Age 

Parasympatholytics: AE, adverse effects 
^Parasympatholytics : BL, blood 

Physostigmine: TU, therapeutic use 

Postoperative Complications 
Prospective Studies 
Radioligand Assay 

Receptors, Muscarinic: DE, drug effects 
Risk 

RN 57-47-6 (Physostigmine) 

CN 0 (Parasympatholytics); 0 (Receptors, Muscarinic) 

L134 ANSWER 10 OF 15 MEDLINE 

AN 79142690 MEDLINE 

DN 79142690 PubMed ID: 426102 

TI Delirium after cataract surgery: review and two cases. 
AU Summers W K; Reich T C 

SO AMERICAN JOURNAL OF PSYCHIATRY, (1979 Apr) 136 (4A) 386-91. 

Journal code: 3VG; 0370512. ISSN: 0002-953X. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Abridged Index Medicus Journals ;.- Priority Journals 
EM 197905 

ED Entered STN: 19900315 

Last Updated on STN: 19900315 
Entered Medline: 19790526 

AB The authors define the delirium seen after cataract surgery on the basis 
of Dupuytren ! s original description and review studies using the criteria 
they set up on this basis. They then present prospective data on 2 
patients with postcataractectomy delirium and 25 patients who did not 
experience this delirium. The da ta___suq .qe.s,t. .t.hAt^delirJqim^af.te^^_^aract 
■sn r-g&ry«-xepr e s e n t s anticholiner gic^ to xicity . 

CT Check Tags: Female; "HuffiOTr*^ 
Aged 

^Cataract Extraction: AE, adverse effects 
Delirium: DT, drug therapy 
♦Delirium: ET, etiology 

Drug Synergism 

Memory Disorders: ET, etiology 
Mental Status Schedule 
Middle Age 

Mydriatics: AE, adverse effects 
Parasympatholytics: AE, adverse effects 
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Physostigmine: TU, therapeutic use 

Psychotropic Drugs: TU, therapeutic use 
Time Factors 
RN 57-47-6 (Physostigmine) 

CN 0 (Mydriatics); 0 (Parasympatholytics); 0 (Psychotropic Drugs) 

L134 ANSWER 11 OF 15 MEDLINE 

AN 78202353 MEDLINE 

DN 78202353 PubMed ID: 662967 

TI The prevention of postanesthetic del^irTum. ' \ 

AU Savage G J; Metzger J T ( \ 

SO PLASTIC AND RECONSTRUCTIVE SURGERY! (1978 Jul) 62/(1) 81-4. 

Journal code: P9S; 1306050. ISSN: (>032-1052. J 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Abridged Index Medicus Journals; Priority Journals 
EM 197808 

ED . Entered STN: 19900314 

Last Updated on STN: 19900314 
Entered Medline: 19780828 

AB We re commend the use of one d ose of^^ a few 

minutes- before the ^termi nation of a general anesthetic, to prevent 
nnnf us -j o£ r struggling^ disorientation, or delTrTum during the recovery 
from anes_thesia. We believe that it is well to prevent such behavior, 
particularly in patients who have just undergone reconstructive surgery 
where the unmanageable behavior could jeopardize surgical results. Our 
results drndl-e at e~* fe-hat~-su chHs e ha-vi-or -s~± ar g'eTy* preventable. 

CT Check Tags: Human ^ 1 — T 

Acetylcholinesterase: Al-f antagonists & inhibitors 
Adult 

* Anesthesia, General: AE, adverse effects 
Delirium: ET, etiology 
*Delirium: PC, prevention & control 
Physostigmine: AE, adverse effects 
Physostigmine: PD, pharmacology 
♦Physostigmine: TU, therapeutic use 
RN 57-47-6 (Physostigmine) 
CN EC 3.1.1.7 (Acetylcholinesterase) 

L134 ANSWER 12 OF 15 MEDLINE 

AN 77184288 MEDLINE 

DN 77184288 PubMed ID: 862378 

TI Reversal by physostigmine of clozapine-induced delirium. 
AU Schuster P; Gabriel E; Kufferle B; Strobl G; Karobath M 
SO CLINICAL TOXICOLOGY, (1977) 10 (4) 437-41. 

Journal code: DL6; 0205535. ISSN: 0009-9309. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Abridged Index Medicus Journals;* Priority Journals 
EM 197707 

ED Entered STN: 19900314 

Last Updated on STN: 19900314 
Entered Medline: 19770723 

AB Clozapine, a new antipsychotic drug without extrapyramidal side effects 
and with strong sedating potency, can produce acute symptoms of central 
anticholinergic toxicity. The authors report that physostigmine, a 
reversible anticholinesterase agent, which can pass the blood-brain 
barrier, was effective in reversing the clozapine-induced brain syndrome 
in two patients. Physostigmine also reduced one patient ! s tachycardia. 

CT Check Tags: Case Report; Female; Human; Male 
Adult 

Bipolar Disorder: DT, drug therapy 
^Clozapine: PO, poisoning 
Clozapine: TU, therapeutic use 
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♦Delirium: CI, chemically induced 

*Dibenzazepines : PO, poisoning 

* Physostigmine: TU, therapeutic use 

RN 57-47-6 (Physostigmine) ; 5786-21-0 (Clozapine) 
CN 0 (Dibenzazepines) 

L134 ANSWER 13 OF 15 MEDLINE 

AN 76202985 MEDLINE 

DN 76202985 PubMed ID: 1274812 

TI Physostigmine treatment of delirium induced by anticholinergics. 

AU Granacher R P; Baldessarini R J; Messner E 

SO AMERICAN FAMILY PHYSICIAN, (1976 May) 13 (5) 99-103. 

Journal code: 3BT; 1272646. ISSN: 0002-838X. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Abridged Index Medicus Journals; Priority Journals 
EM 197608 

ED Entered STN: 19900313 

Last Updated on STN: 19900313 

Entered Medline: 19760802 ^~<~— — — 

AB Medication with anticholinergic properfies are used commonly in 

family practice. Toxic delirium, which may resemble an acute^psychosis, 
can occur as an adverse drug reaction to properly prescribed 
anticholingeric medication and yto recommended doses of many patent 
medicines. More frequently it /Is due to overdosage. The key to diagnosis 
is the presence of peripheral' signs of parasympathetic blockade. Delirium 
induced by antichoj-itteggi g drugs can be treated rapidly and 
effectively wirtrfrphysosti^ihe Salicylate . 
CT Check Tags: Human; Support/, U.S. Gov't, Non-P.H.S. 
Delirium: CI, chemically induced 
Delirium: DI, diagnosis 
♦Delirium: DT, drug therapy 
* Parasympatholytics : AE, adverse effects 
Parasympatholytics : PD, pharmacology 
Physostigmine: AE, adverse effects 
Physostigmine: DU, diagnostic use 
* Physostigmine: TU, therapeutic use 
RN 57-47-6 (Physostigmine) \^ 
CN 0 (Parasympatholytics) 




L134 ANSWER 14 OF 15 MEDLINE 

AN 76038054 MEDLINE 

DN 76038054 PubMed ID: 241267 

TI Reversal of lorazepam delirium by physostigmine. 
AU Blitt C D; Petty W C 

SO ANESTHESIA AND ANALGESIA, (1975 Sep-Oct) 54 (5) 607-8. 

Journal code: 4R8; 1310650. ISSN: 0003-2999. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 197512 

ED Entered STN: 19900313 

Last Updated on STN: 19950206 

Entered Medline: 19751220 
AB Two adult patients suffered postoperative delirium following 

administration of lorazepam, a new benzodiazepine sedative. Physostigmine 

was found effective in reversing all untoward central nervous system 

effects . 

CT Check Tags: Case Report; Human;" Male 

* Anti-Anxiety Agents, Benzodiazepine: AE, adverse effects 
♦Delirium: CI, chemically induced 
Delirium: DT, drug therapy 
*Lorazepam: AE, adverse effects 
Middle Age 
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* Physostigmine: TU, therapeutic use 

RN 57-47-6 { Physostigmine) ; 846-49-1 (Lorazepam) 
CN 0 (Anti-Anxiety Agents, Benzodiazepine) 

L134 ANSWER 15 OF 15 MEDLINE 

AN 71159778 MEDLINE 

DN 71159778 PubMed ID: 5102638 

TI Physostigmine treatment of anticholinergic-drug depression in 

postoperative patients. 
AU Greene L T 

SO ANESTHESIA AND ANALGESIA, (1971 Mar-Apr) 50 (2) 222-6. 

Journal code: 4R8; 1310650. ISSN: 0003-2999. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 197106 

ED Entered. STN: 19900101 

Last Updated on STN: 19900101 
Entered Medline: 19710602 
CT Check Tags: Human 

Atropine: AE, adverse effects 

Delirium: CI, chemically induced 
*Delirium: DT, drug therapy 
* Physostigmine: TU, therapeutic use 
* Postoperative Complications: DT, drug therapy 
Scopolamine: AE, adverse effects 
RN 51-34-3 (Scopolamine); 51-55-8 (Atropine); 57-47-6 (Physostigmine) 
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F und 2 hits - Term: resuscitation, 
Database: *, Strategy: exact 

[1] : Webster's Revised Unabridged 
Dictionary (1913) 

Resuscitation \Re*sus* ci*ta"tion\, n. [L. resuscitatio.] 
The act of resuscitating, or state of being resuscitated. 



The subject of resuscitation by his sorceries. --Sir W. 

Scott. 



[2] : WordNet (r) 1.7 
resuscitation 

n : act of reviving a person and returning them to consciousness 



WAP Dictionary: Bookmark the address "http ://freedictionary.org/wap/" 
Tools (Browser Integrated Dictionary, Add Dictionary...) 



Add to Favorites Make my Home page Subscribe 



L119 ANSWER 2 OF 3 MEDLINE 

AN 90320992 MEDLINE 

DN 90320992 PubMed ID: 2196841 

TI [Central anticholinergic syndrome during postoperative period] . 

Syndrome anticholinergique central en periode postoperatoire . 
AU Rupreht J; Dworacek B 

CS Anaesthesia Pharmacology Research School of Medicine, Erasmus University, 

Rotterdam, Netherlands. 
SO ANNALES FRANCAISES D ANESTHESIE ET DE RE AN I MAT I ON , (1990) 9 (3) 295-304. 

Ref: 53 

Journal code: 8213275. ISSN: 0750-7658. 
CY France 

DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, ACADEMIC) 
LA French 
FS Priority Journals 
EM 199008 

ED Entered STN : 19900921 

Last Updated on STN: 19900921 
Entered Medline: 19900822 

AB The central anticholinergic syndrome (CAS)^ i ncludes central signs 
(somnolence, confusion, amnesia, agitation, hallucinations, 
dysarthria, ataxi a, delirium, stupor, coma) and peripheral signs 
(dry mouth, dry skin, tachycardia, visual disturbances and difficulty in 
micturition) . It occurs when central cholinergic sites are occupied by 
specific drugs and also as a result of an insufficient release of 
acetylcholine. The CAS can be caused bv__atrop i ne sul phate^ hyoseine 
(scopolamine) , promethazine, J^eh^odTazepTne^ ^pioidsj ^aTothan^) 
influrane, ketamine. The incidenrr e^ of T:as auring th"eT_, 

postoperative period depends on choice and dose of anaesthetic agents, 
'type of~~§Tlr~ge~ry^ — patient ' s condition and diagnostic criteria. It is close 
to 10% following general anaesthesia and 4% following regional anaesthesia 
with sedation. T he differential diagnosis of CAS inc ludes an overdose of 
anaesthetic drugs or an alteration in pharmaco kinetj xi&^altered 
hydratation, electrolyte or acid-base state , ^ ^^^l ycaemxa^ hypoxia, 
hypercapnia, hypocapnia, hyperthermia, hypo t her mia^ normonal disorders, 
neurological dama ge resulting fro m gnrnpry embolism, Tiaemorrnage or 
trauma. The diagnosis of CAS is often determined by a process of e xclusion 
\<f^ and not actually made unti l a positive therapeutic response to 
physostigmine, a centrally active anticholinesterase agent, has 
"t aken place . 
CT *' Check Tags : Animal ; Human 

Anesthesia Recovery Period 
* Anesthetics : AE, adverse effects 

♦Central Nervous System Diseases: CI, chemically induced 

Central Nervous System Diseases: DT, drug therapy 
♦Cholinergic Fibers: DE, drug effects 
*Cholinesterase Inhibitors: PD, pharmacology 
Drug Interactions 
English Abstract 
* Parasympatholytics : AE, adverse effects 
Physostigmine: PD, pharmacology 
Physostigmine: TU, therapeutic use 
Receptors, Cholinergic: DE, drug effects 
Syndrome 
RN 57-47-6 (Physostigmine) 

CN 0 (Anesthetics) ; 0 (Cholinesterase Inhibitors) ; 0 (Parasympatholytics) ; 0 
(Receptors, Cholinergic) 
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AN 1996:359522 CAPLUS 
DN 125:111455. 

TI Delirium encountered in emergency care. Its frequencies and causing 

factors 
AU Kishi, Yasuhiro 

CS Nippon Med. Sen., Tokyo, 113, Japan 
SO Igaku no Ayumi (1996), 177(4), 306-307 

CODEN: IGAYAY; ISSN: 0039-2359 
PB Ishiyaku 

DT Journal; General Review 
LA Japanese 

CC 14-0 (Mammalian Pathological Biochemistry) 

AB A review, with 5 refs., on the incidence of delirium after 

surgery, in th'e intensive care unit (ICU) , and in emergency 

medicine. The causes (blood glucose level, 

blood oxygen level, acidosis, and redn. of the 

acetylcholine level) are discussed. 
ST review delirium emergency care factor 
IT Acidosis 

Blood 

Blood sugar 
Surgery 

(causative factors of delirium encountered in emergency care) 
IT Medicine 

(emergency; causative factors of delirium encountered in emergency 
care) 

IT Mental disorder 

(delirium, causative factors of delirium encountered in emergency care) 
IT 51-84-3, Acetylcholine, biological studies 7782-44-7, Oxygen, 
biological studies 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study) ; OCCU (Occurrence) 

(causative factors of delirium encountered in emergency care) 
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AN 2000:383917 CAPLUS 
DN 133:12769 

TI Use of effectors of the central cholinergic nervous system for 

treatment of delirium 
IN Fischer, Peter 
PA Austria 

SO PCT Int. Appl., 31 pp. 

CODEN: PIXXD2 
DT Patent 
LA German 
IC ICM A61K031-27 

ICS A61P025-28; A61P025-30 
CC 1-11 (Pharmacology) 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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Delirium (acute 


confusion) 


which occurs 


in 


the 


absence 


of prior 


treatmer 



AB 

with anticholinergic agents is treated or prevented successfully, rapidly, 
and reliably, regardless of the etiol . , by administration of central 
cholinergic agonists, e.g. acetylcholinesterase 

inhibitors, muscarinic Ml and M3 postsynaptic receptor agonists, nicotinic 
postsynaptic receptor agonists, cholinergic autoreceptor 
antagonists, acetylcholine receptor channel activators, and M2 
receptor antagonists. Thus, delirium in a patient with Li intoxication 
(resulting from a urinary tract infection during Li therapy for 
manic-depressive disorder) was treated successfully with rivastigmine (1.5 
mg twice a day) . 

ST delirium treatment cholinergic agonist; rivastigmine delirium 

treatment 
IT Death 

(anabiosis, reanimation from, delirium in; use of effectors of the 
central cholinergic nervous system for treatment of delirium) 

IT Hypoglycemia 

(coma from, delirium in; use of effectors of the central 
cholinergic nervous system for treatment of delirium) 

IT Surgery 

(delirium after; use of effectors of the central 

cholinergic nervous system for treatment of delirium) 
IT Drug withdrawal 

(delirium during; use of effectors of the central cholinergic 

nervous system for treatment of delirium) 
IT Mental disorder 

(delirium; use of effectors of the central cholinergic 

nervous system for treatment of delirium) 
IT Coma 

(hypoglycemic; use of effectors of the central 



cholinergic nervous system for treatment of delirium) 
IT Cholinergic agonists 

(use of effectors of the central cholinergic nervous system 
for treatment of delirium) 
IT Poisoning, biological 

(with non-anticholinergic agents, delirium in; use of effectors of the 
central cholinergic nervous system for treatment of delirium) 
IT 123441-03-2, Rivastigmine 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(use of effectors of the central cholinergic nervous system 
for treatment of delirium) 



(1) Bymaster, F; WO 9817214 A 1998 CAPLUS 

(2) Galasko, D; NEUROLOGIST 1999, V5/ 5 ( 24 7 - 2 57 ) 

(3) Goto, G; WO 9831356 A 1998 CAPLUS 

(4) Lepoi, I; REVIEWS IN CLINICAL GERONTOLOGY * 1999 , V9/3 (235-255 ) 

(5) Lilly Co Eli; EP 0821957 A 1998 CAPLUS 

(6) Wilcock; LANCET 1994, 344, P544 
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AB Pilocarpine derivatives of formula I, ##STR1## wherein R.sub.l to 

R.sub.5 are as defined in the description, are useful in the treatment 

of senile dementia, Alzheimer's disease, ^ conf visional 

conditions in t he elderly, myasthenia gravis, schizophrenia, mania or 
glaucoma . 

SUMM The compounds according to the invention at concentrations from about 
10. sup. -6 M to about 10. sup. -4 M antagonize the inhibitory effects of 
muscarinic agonists such as oxotremorine on presynaptic muscarinic 
receptors, indicating that the compounds are presynaptic muscarinic 
antagonists. In addition, the compounds antagonize the inhibitory effect 
of endogenous acetylcholine which accumulates after release from nerve 
terminals in presence of the a cetylcholine esterase 
inhibitor physostigmine . 



SUMM The compounds according to the invention after oral administration of 
dosages from about 1 mg/kg to about 10 mg/kg induced a dose dependent, 
long lasting reduction in acetylcholine content of striatum, hippocampus 
and cortex. This effects is similar but 10 times weaker than those 
produced by scopolamine, a pre- and postsynaptic muscarinic antagonist. 
The concomitant application of the compounds according to the invention 
with an acetylcholine esterase inhibitor show 

distinctly different effects on acetylcholine levels from the 
combination of the classical antagonist scopolamine according to the 
invention. This indicates that the compounds according to the invention 
are selective presynaptic antagonists without postsynaptic antagonistic 
properties . 

SUMM The above results indicate that the compounds according to the invention 
act predominantly as presynaptic muscarinic antagonists and some of them 
as postsynaptic muscarinic agonists. Their ability to improve memory 
function which has been impaired by scopolamine indicate that the 
compounds according to the invention are useful in senile mental 
decline, senile dementia and Alzheimer's disease, especially in the 
early stages when a proportion of cholinergic nerve terminals are 
intact. In addition the compounds according to the invention are, 
therefore, useful in the therapy of confusional conditions in 
the elderly, myasthenia gravis, schizophrenia, mania and glaucoma. 

PI US 4835174 19890530 
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SUMM Cognitive disorders have many components including f orgetf ulness , 
confusion, memory loss, attentional deficits, and deficits in 
visual perception. Some of the symptoms of cognitive disorders are 
associated with decreased levels of the neurotransmitter, acetylcholine. 
Neurological illnesses related to cholinergic deficiency include 
presenile dementia and senile dementia of the Alzheimer's type (SDAT) , 
Parkinson's disease, Downe ' s Syndrome, and dementia pugilist ica. 

SUMM The "cholinergic hypothesis" [R. T. Bartus, et al . , Science, 217, 

408-417 (Jul. 30, 1982)] suggests that memory loss due to decreased 
levels of acetylcholine can be ameliorated by correcting the levels of 
acetylcholine in the brain using an acetylcholine releasing agent, an 
acetylcholine esterase inhibitor, or by using a drug 
which mimics acetylcholine (cholinomimetic) . Marketing of the 
acetylcholine esterase inhibitor, tactine, has 

demonstrated that improvement in memory can be shown in patients with 
mild to moderate Alzheimer's Disease [M. Williams, Curr. Opin. Invest. 
Drugs, 2(5), 541-544 (May 1993) ]. The utility of this drug is limited, 
however, because of adverse side effects especially at the higher doses 
where it is most effective. Clinical studies using the natural alkaloid, 
arecoline, a cholinergic agonist, have also demonstrated memory 
improvement in patients with mild to moderate Alzheimer's Disease. 
Because of the short half-life of arecoline, the clinical study was done 
using continuous infusion of the drug over a 2 week period. In addition, 
a peripheral muscarinic antagonist, N-methylscopolamine , was also 
administered during the study to prevent potential autonomic side 
effects. [T. T. Soncrant et al . , Psychopharmacology , 112, 421-427 
(1993) ] . 

PI US 5468875 19951121 
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AB The disturbances of vision in man and of reflex response in animals 

following the ingestion of large quantities of ale. may be largely or 
completely suppressed by immediate breathing of pure 02. Bourdon's tests 
of attention in man revealed a decrease only after 240 cc . 40% ale. With 
02 almost normal values were obtained. Delirium tremens was 
also successfully treated. The action of 02 apparently does not consist 
in an oxidation of ale. since the symptoms reappear as soon as the 02 mask 
is removed. Nor is the beneficial effect of H202 in ale. poisoning with 
coma attributable to hyperventilation and increased expiration of 
ale . 
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AN 1927:10737 CAPLUS 

DN 21:10737 

OREF 21 : 1309c-d 

TI Alcohol poisoning 

AU van Wulfften Palthe, M. P. 

SO Bey. ges. Physiol, exptl. Pharmakol . (1926), 38, 320 

DT Journal 

LA Unavailable 

CC 11H (Biological Chemistry: Pharmacology) 

AB The disturbances of vision in man and of reflex response in animals 

following the ingestion of large quantities of ale. may be largely or 
completely suppressed by immediate breathing of pure 02. Bourdon's tests 
of attention in man revealed a decrease only after 240 cc . 40% ale. With 
02 almost normal values were obtained. Delirium tremens was 
also successfully treated. The action of 02 apparently does not consist 
in an oxidation of ale. since the symptoms reappear as soon as the 02 mask 
is removed. Nor is the beneficial effect of H202 in ale. poisoning with 
coma attributable to hyperventilation and increased expiration of 
ale . 
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L94 ANSWER 3 OF 6 CAPLUS COPYRIGHT 2 00 3 ACS 
AN <L996: 359522 CAPLUS 
DN 1^5:111455 

TI Delirium encountered in emergency care. Its frequencies and causing 

factors ■ 
AU Kishi, Yasuhiro 

CS Nippon Med. Sen., Tokyo, 113, Japan 
SO Igaku no Ayumi (1996), 177(4), 306-307 

CODEN: IGAYAY; ISSN: 0 03 9-2359 
PB Ishiyaku 

DT Journal; General Review 
LA Japanese 

CC 14-0 (Mammalian Pathological Biochemistry) 

AB A review, with 5 refs., on the incidence of delirium after 

surgery, in the intensive care unit (ICU) , and in emergency 

medicine. The causes (blood glucose level, 

blood oxygen level, acidosis, and redn. of the 

acetylcholine level) are discussed. 
ST review delirium emergency care factor 
IT Acidosis 

Blood 

Blood sugar 
Surgery 

(causative factors of delirium encountered in emergency care) 
IT Medicine 

(emergency; causative factors of delirium encountered in emergency 
care) 

IT Mental disorder 

(delirium, causative factors of delirium encountered in emergency care) 
IT 51-84-3, Acetylcholine, biological studies 7782-44-7, Oxygen, 
biological studies 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study) ; OCCU (Occurrence) 

(causative factors of delirium encountered in emergency care) 
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AN 90320992 MEDLINE 

DN 90320992- PubMed ID: 2196841 

TI [Central anticholinergic syndrome during postoperative period] . 

Syndrome anticholinergique central en periode postoperatoire . 
AU Rupreht J; Dworacek B 

CS Anaesthesia Pharmacology Research School of Medicine, Erasmus University, 

Rotterdam, Netherlands . 
SO ANNALES FRANCAISES D ANESTHESIE ET DE RE AN I MAT I ON , (1990) 9 (3) 295-304. 

Ref: 53 

Journal code: 8213275. ISSN: 0750-7658. 
CY France 

DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, ACADEMIC) 
LA French 
FS Priority Journals 
EM 199008 

ED Entered STN: 19900921 

Last Updated on STN: 19900921 
Entered Medline: 19900822 

AB The central anticholinergic syndrome (CAS) includes central signs 

(somnolence, confusion, amnesia, agitation, hallucinations, dysarthria, 
ataxia, delirium, stupor, coma) and peripheral signs (dry mouth, dry skin, 
tachycardia, visual disturbances and difficulty in micturition). It occurs 
when central cholinergic sites are occupied by specific drugs and also as 
a result of an insufficient release of acetylcholine. The CAS can be 
caused by atropine sulphate, hyoscine (scopolamine) , promethazine, 
benzodiazepines, opioids, halothane, influrane, ketamine. The incidence of 
CAS during the postoperative period depends on choice and dose of 
anaesthetic agents, type of surgery, patient's condition and diagnostic 
criteria. It is close to 10% following general anaesthesia and 4% 
following regional anaesthesia with sedation. The differential diagnosis 
of CAS includes an overdose of anaesthetic drugs or an alteration in 
pharmacokinetics, altered hydratation, electrolyte or acid-base state, 
hypoglycaemia, hypoxia, hypercapnia, hypocapnia, hyperthermia, 
hypothermia, hormonal disorders, neurological damage resulting from 
surgery, embolism, haemorrhage or trauma. The diagnosis of CAS is often 
determined by a process of exclusion and not actually made until a 
positive therapeutic response to physostigmine, a centrally active 
anticholinesterase agent has taken place. 

CT Check Tags : Animal ; Human 

Anesthesia Recovery Period 
* Anesthetics : AE, adverse effects 

^Central Nervous System Diseases: CI, chemically induced 

Central Nervous System Diseases: DT, drug therapy 
Cholinergic Fibers: DE, drug effects 
*Cholinesterase Inhibitors: PD, pharmacology 

Drug Interactions 

English Abstract 
* Parasympatholytics : AE, adverse effects 

Physostigmine: PD, pharmacology 

Physostigmine: TU, therapeutic use 

Receptors, Cholinergic: DE, drug effects 

Syndrome 
RN 57-47-6 (Physostigmine) 

CN 0 (Anesthetics) ; 0 (Cholinesterase Inhibitors) ; 0 (Parasympatholytics) ; 0 
(Receptors , Cholinergic) 
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AN 78202353 MEDLINE 

DN 78202353 PubMed ID: 662967 
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EM 197808 

ED Entered STN: 19900314 

Last Updated on STN : 19900314 
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AB We recommend the use of one dose of physostigmine salicylate, a few 
minutes before the termination of a general anesthetic, to prevent 
confusion, struggling, disorientation, or delirium during the recovery 
from anesthesia. We believe that it is well to prevent such behavior, 
particularly in patients who have just undergone reconstructive surgery 
where the unmanageable behavior could jeopardize surgical results. Our 
results indicate that such behavior is largely preventable. 

CT Check Tags : Human 
Adult 

♦Anesthesia, General: AE, adverse effects 
Cholinesterase Inhibitors 
Delirium: ET, etiology 
♦Delirium: PC, prevention & control 
Physostigmine: AE, adverse effects 
Physostigmine: PD, pharmacology 
♦Physostigmine: TU, therapeutic use 
RN 57-47-6 (Physostigmine) 
CN 0 (Cholinesterase Inhibitors) 
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AB Two adult patients suffered postoperative delirium following 

administration of lorazepam, a new benzodiazepine sedative. Physostigmine 

was found effective in reversing all untoward central nervous system 

effects . 

CT Check Tags: Case Report; Human; Male 

* Anti-Anxiety Agents, Benzodiazepine: AE, adverse effects 
*Delirium: CI, chemically induced 

Delirium: DT, drug therapy 
* Lorazepam : AE , adverse effects 

Middle Age 
* Physostigmine : TU, therapeutic use 
RN 57-47-6 (Physostigmine) ; 846-49-1 (Lorazepam) 
CN 0 (Anti -Anxiety Agents, Benzodiazepine) 



